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CIHOCOBBI JIEYEHHUSA PAKA

OO6nacTh TEXHUKH

[1] B HacrosmeMm wu300peTeHHM OIUCAHBI CHOCOOBI JIEYEHUS paka, BKIOYAS
muenonpoudeparusHoe HoBooOpasosanue (MPN), mpuMeHsiss HHTHOMTOP TOMOJIOTa MBIIIHHOTO
aBoitHOro Mukpodenka 2 (MDM?2).

YpOBEHb TEXHUKH

[2] p53 sBisieTCS OMyXOJEBBIM CYHPEccCOpoOM U (PaKTOPOM TPAHCKPHUIILHH, KOTOPBIH
pearupyer Ha KJI€TOYHBbIN CTPECC, aKTUBUPYSI TPAHCKPHUIILIUIO MHOKECTBA T'€HOB, YYaCTBYIOIINX B
OCTAaHOBKE KJIETOYHOIO LHMKJA, anontos3e, crapeHuu u pemapauuun JIHK. B ornauume or
HOPMAJIBHBIX KJIETOK, KOTOPBI€ HEYAaCTO BBbI3BIBAIOT AKTUBALMIO P53, OMyXOJIEBbIE KJIETKU
MOZBEPTrarOTCsl MOCTOSSHHOMY KJIETOYHOMY CTPECCY OT pPa3JIMYHBIX MOBPEXKICHUN, BKIHOYasi
THITOKCHIO U aKTHUBALMIO MTPOATIONITOTHYECKOTO OHKOreHa. Takum 00pa3oM, CyIecTByeT CHIIbHOE
CENIEKTUBHOE TMPEUMYILIECTBO HHAKTHBALMK MyTH pPS5S3 B ONyXoisX, W OBUIO BBICKA3aHO
NPEANOJIOKEHHE, YTO YCTpaHEeHHe (PYHKUUU pS3 MOKET ObITh MPENNOChUTKON ISl BBDKMBAHUS
onyxoJsu. B noanepkky 3TOro MHEHUs TPU IPYMIIbI HCCIEAOBATENEH NPUMEHSIN MOAENIN MBILIEH,
9TOOBl MPOAEMOHCTPHPOBATh, YTO OTCYTCTBUE (PYHKIUU PS3  SABIAETCS TOCTOSHHBIM
TpeOoBaHMEM /IS IOJAEPIKaHUS Pa3BUBIINXCS onyxojei. Korma nccnenosatenn BOCCTAHOBUIIN
¢$yHKIMIO P53 B ONMYXOIAX ¢ MHAKTUBUPOBAHHBIM P53, OMyXOJIH PErpPecCUPOBAIIH.

[3] p53 unakTHBHpyeTcst MyTauued w/mwnu nortepeit B 50% comunHbix onyxoneid u 10%
KUAKUX Onyxosen. JIpyrue KiIro4ueBble YYaCTHUKU MYTU P53 TaKKe U3MEHSIOTCS T€HETUYECKU
WIN STIUreHeTH4Yecku npu pake. MDM2, onkoOenok, nonasiser QyHKIUIO pS3 ¥ aKTUBUPYETCS
amIuin(uKaei resa ¢ 4acToToH, KoTopas, kak cooduraercs, nocturaer 10%. MDM2, B cBoto
odepenb, UHruOupyercss npyrum cymnpeccopom omyxouneii, pl4ARF. bbuio BbIckazaHO
IPEATOJIOKEHNE, YTO U3MEHEHHsI B LIeNU COOBITUH mocie pS5S3 MOTyT OBITh OTBETCTBEHHBI, IO
KpaifHel Mepe, 3a YaCTUYHYI0 HHAKTHBALUIO NyTH pS53 B onyxonsax pS3 WT (pS3 aukoro tuma).
B nonnep:kky 3TON KOHLeNUMH, HEKOTOpble onyxonau pS3WT, no-suaumMomy, J€EMOHCTPUPYIOT
NOHMKEHHYIO CIOCOOHOCTh K amonTo3y, XOTsI HMX CIOCOOHOCTh TOJBEPraThbCsl OCTAHOBKE
KJIETOYHOTO ILMKJa OcTaeTcs HeusMeHHOW. OngHa M3 cCTpaTeruil JieueHus paka BKIOYAET
NpUMEHeHHe HeOOJbIINX MOJEKYJI, KOTOpble CBsA3bIBAIOT MDM2 u HEHTpamu3yrT ero
B3aumozeiicteue ¢ pS3. MDM2 uHrubupyer akTHBHOCTD P53 € MOMOIIBIO TPEX MEXaHU3MOB: 1)
newcTBys kak yomkutuHiurasa E3, cmocobctByst nerpamanmu pS3; 2) cBsi3biBast C U OJIOKUPYS
JIOMEH aKTHUBALMH TPAHCKPHUNUUHU pS3; u 3) skcmopTupys pS3 us3 sapa B uurtoriasmy. Bee tpu
MeXaHN3Ma MOKHO 3a0JIOKHpOBaTh HEUTpanu3anuei B3aumozaeiictsuss MDM2-pS53. B gactHocTH,
JAHHYIO TEPaneBTUYECKYIO CTPATErHI0 MOXHO MPUMEHUTD K OMyXOJIsIM, KOTOPBIE SIBJIIIOTCS PS53
WT, u nccnenoBanusi ¢ HU3KOMOJIEKYJIIpHbIME HHruOuTopamu MDM?2 nanu MHOrooOemaromiee
CHIDKEHHE POCTa OIMyXOJH Kak in vitro, Tak u in vivo. Kpome Toro, y manmeHToB ¢ OMyXOJsIMHU,
MHAKTHBHPOBAHHBIMU 1O P53, crabunm3aims pS3 [OMKOrO THIMA B HOPMAJbHBIX TKaHIX
uHruouposanueM MDM?2 MokeT 00ecrednTh CEeNEeKTUBHYIO 3alUTy HOPMAaJbHBIX TKaHEH OT

MUTOTHYECKUX s710B. Kak mpuMeHsroT B HactosmeM nzobperenun, MDM?2 o6o3Hauaer Oenok



MDM?2 yenoeka, u pS3 o3HauaeT Oenok pS3 uenoBeka. CienyeT OTMETHUTD, YTO YEJIOBEUECKUN
MDM2 Taxke moxsHo HaspiBaTh HDM2 wnmm hMDM2. Heckonpko uHruomropos MDM?2
NPOXOIAT KIMHUYECKNE UCTIBITAHUS Ha JIIOJAX JUIsl JISUSHNS PA3JINYHbIX BHJIOB paKa.

[4] MuenonponudpeparuBHbie HOBooOpasosaHust (MPN), BKIrO4asi, HO HE OTPAaHHYHBASCD,
uctuHHyro nomuuuremuro (PV), sccenumaneryro Tpombouuremuto (ET) u  nepBuuHbIiM
muenopudpos (PMF), mpencraBisiror coOoit HapylmieHHs] KJIOHAJbHBIX T'€MOMO3TUYECKHX
crBosioBbix kietok (HSC), xapakrepusyromuecst KIOHAJIbHOW mposudepanyell TepMHUHAIBHO
i depeHIpoBaHHBIX MUETOUAHBIX KIeTOK. [Tpubmmsurensuo 1%, 4% u 20% naumentos ¢ ET,
PV u PMF, cootBeTcTBeHHO, mepexonsat B OnmactHyro ¢asy (AJl), HazpiBaemyro MPN-BP, B
teueHue 10-meTHero mepuojma ¢ MOMeHTa mnoctaHoBku nuarHo3a. Cervantes F, et al., Acta
Haematol, 1991,85(3):124-127. Kaxnsiii u3 MPN-BP u de novo octpoii MuenouaHou neiikeMuun
(AML) umeer paziu4Hble MyTAl[MOHHBIC TIATTEPHBI U KIMHUYeCKoe TedeHne. Rampal R, et al,,
Proc Natl Acad Sci USA. 2014; 111(50):E5401-10. IMamuertsr ¢ MPN-BP umeror ocobenno
MpaYHBII MPOTHO3 CO CPEeIHEH BBDKUBAEMOCTHIO MEHEE O MECSIIEB MPU MPUMEHEHUH TOCTYITHBIX
B HACTOSIIIEE BPEMSI CITIOCOOOB JIEUEHUSI.

[5] Hacrosiee n3o0peTeHre OTHOCUTCS K CITOCO0aM JIeUeHUs] MUSJIONIPOJTU(EPATHBHOTO
HOBOOOpa3oBaHus y Jronel uHruouTopoM MDM2, oTne pHO Wiin B KOMOMHALIUY C OTHUM WJTU
OoJee TONONHUTENBHBIMU (papMalleBTHYECKH aKTHBHBIMU ar€HTaMH.

[6] Hacrosimee n3o0pereHrne OTHOCHTCS K MPUMEHeHut0 uHruoutopa MDM2, otnenbHO
WM B KOMOMHAIMM C OJHUM WK OoJyiee AOTMOJHHUTEIbHBIMH (papMalleBTUYECKH AKTUBHBIMHU
areHTaMu, JUIsl JIeYeHHs MuesionpoudepatusHoro Hopoodbpaszosanus (MPN).

CYHIHOCTDb HACTOAIIEI'O U30bPETEHU A

[7] Hacrosituee nzoOpeTeHrne OTHOCUTCS K CIOCOOY JIUeHUs] MUENONPOJH(epaTUBHOTO
HoBoOOpazoBanuss (MPN), BKIIOYAIOIIEMy CTAAMIO BBEIEHHsS HYXXIAIOLIEMYCs YeJOBEKY
TepaneBTHUeCKH 3(PPeKTUBHOrO KojuuecTBa uHruOutopa MDM2, rae unruburop MDM2

npenctasisier codoit coenunerue hopmybl (1) wau popmyasr (11):
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WK ero papMareBTHUECKU PUEMIIEMYIO COJlb. B oHOM BapuaHTe ocyinectsieHus, MPN
BbIOpaH W3 TPYIIBI, COCTOSIIIEH U3 HCTUHHON nosuiuremud (PV), muenodpudposa, nepBUUHOTO
muenopudbposa, TPOMOOLMTEMHH, 3CCEHLHAJbHOW  TPOMOOLIMTEMHUH, HMIUOMATUYECKOTO

muenopudposa, cucremHoro macrouuto3a (SM), XpoHHYECKOH HEUTPOPUIBHOW JeHKkeMUu



(CNL), muenogucruiactudeckoro cuaapoma (MDS) u cucteMHOro 3a001€BaHIs TYYHBIX KJIETOK
(SMCD). B onrom BapuanTe ocyectsiaeHusi, MPN BbIOpaH U3 IPyYIIIbI, COCTOSIIEH U3 UCTHHHON
nojuuutemun (PV), nepuunoro muenodgudposa u 3cceHIManbHON TpoMbouuTeMun. B ogHOM
Bapuanre ocyuiectsieHusi, MPN npencrasisier coboit uctunnyro nonuuuremuro (PV). B oqnom
BapuaHTe ocyiuectBienus, MPN mnpencraBisier co0oil 3CCEHUMANbHYIO TpoMOOLHUTeMHUu0. B
OIHOM BapuaHTe ocyuectsienus, MPN npexacrasnsier coboit muenodgudbpos. B onHom BapuanTe
ocyuiecTBieHus1, Muenopudpos BeIOpaH u3 nepsudHoro muenodudposa (PMF), muenopudpos
nociae uCTUHHON mnomuuutemun (noct-PV MF), u muenodubpo3 mocne 3cceHIManbHON
tpomboruremun (noct-ET MF). B ogHOM BapHaHTe OCYLIECTBIECHHs, YEJIOBEKY HE MOMOTJa
Teparnusi PyKCOTUTUHUOOM MpOoTUB Jr0doro u3 MPN Bbie. B oHOM BapuaHTe OCYLIECTBIICHUS,
YeJIOBEKY HE MOMOTJIa Teparusi PyKCOJIUTHHHOOM mpoTuB Muenodudposa. B ogHoM Bapuanrte
OCYIECTBIIEHHsI, YEJIOBEKY HE IIOMOIJIa TEepamus PYKCOIUTUHHOOM TMPOTHB MEPBHUYHOTO
muenopudbposza (PMF). B ogHOM BapuwaHTe OCYINECTBJICHHS, Y€JOBEKY HE IMOMOTJIA Teparwsl
PYKCOMUTHHUOOM MpoTuB MuenoguoOposa mocyie UCTHHHON mnoymuutemun (moct-PV MF). B
OHOM BapHaHTE OCYINECTBJICHHUS, YEJOBEKY HE MOMOIJIA Teparusl PyKCOJIUTHHHOOM TMPOTUB
muenodudposa nocne scceHmanbHON Tpombouuremun (moct-ET MF).

[8] B ogHOM BapmaHTe OCYIIECTBJICHHUS, HACTOsLIEEe N300pPETEHHE OTHOCHUTCS K CIOCo0y
JedeHus: UCTUHHOW moymiuremun (PV), BKIIOYAIOIEMY CTAOUI0 BBEIEHUS HYKIAIOIIEMYCs
YeJIOBEKy TepaneBTHdecku >PQexTuBHOro kojmuyecrsa uHruoburopa MDM2, rame uHruburop
MDM?2 mnpencraBisier coboit coenuHenue ¢opmyasl (I) wmnmu dopmynsr (II) wumm ero
bapmareBTHIECKH IPHEMIIEMYIO COJIb.

[9] B onHOM BapHnaHTe OCYIIECTBJIECHHUS, HACTOsLIEEe N300pETEHHE OTHOCUTCS K CIOCO0y
JICYCHUS] SCCEHLMANBHON TPOMOOLIMTEMHH, BKIIOYAIOIIEMY CTAIMI0 BBEACHUS HYXKIAFOIIEMYCS
YeJIOBeKy TepaneBTHYecku 3((eKkTHBHOro kosuuectsa mHruouropa MDM2, rme wHrudburop
MDM?2 mpencraBnsier coboii coemunenue ¢Gopmynsl (I) wmmm ¢opmynsr (II) wumm ero
(bapMaLeBTHYECKH MPUEMIIEMYIO COJIb.

[10] B ogHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JIeYeHHUsT TEPBUYHOrO Muenopudposa, BKIOYAOIIEMY CTaIUI BBEACHHUS HYKAAKOLIEMYCS
YeJIOBEKY TepaneBTH4ecku >PQeKTHBHOro kojmyectsa uHruoburopa MDM2, rme uHruburop
MDM2 mnpencraBisier coboit coenuHenune ¢opmyasl (I) wiu ¢opmynst (II) wumm ero
bapManeBTHIECKH MPHEMIIEMYIO COJIb.

[11] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JICUSHHsT UINOMATHIECKOTO MUEOPHOpO3a, BKIIIOYAOIEMY CTAIHI0 BBEIEHHs HYKAAOLMEMYCS
YeJIOBeKy TepamneBTHUeCKH 3(()eKTHBHOrO KojuuecTBa MHruoOmropa MDM?2, rme uHTHOUTOP
MDM2 mnpencraBisier coboit coenuHenne ¢opmyasl (1) wimu ¢opmynsr (II) wumm ero
bapmMareBTHIECKH IPHEMIIEMYIO COJIb.

[12] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUsT XPOHUUYECKOW wmuenoreHHol nefikemuun (CML), BKIIOYANOMEMy CTaaAHI0 BBEACHUS
HY>KIAIOIIeMYCsl YeJIOBEKY TepareBTrHuecky 3hexTnBHOro KommuecTsa nHrunouropa MDM2, rae

unruourop MDM2 npencrasinsier coboii coenunenue dopmydst (I) mwmm dopmynst (II) umm ero



bapmareBTHIECKH IPHEMIIEMYIO COJIb.

[13] B ogHOM BapuaHTe OCYLIECTBIICHHUSI, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUss OCTPOM MueJoreHHo useiikemun (AML), BKIOYarOLIEMy CTaAMIO BBEACHUS
HYy>KJIQI0LIeMyCsl 4eJIOBEKY TepaneBThyecku 3¢ dexruBHOro konuvecrsa nuaruonropa MDM2, rae
unrudburop MDM2 npencrasisier coboii coenunenune Gopmybt (I) wmu dopmyner (IT) uam ero
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb.

[14] B onHOM BapmaHTe OCYIIECTBIIEHHUS, HACTOsIIee N300pETeHHe OTHOCUTCS K CIOCO0y
JedeHuss KapuuHOMbl u3 kietok Mepkens (MCC), BKIOYAKOIEMy CTaJuI0 BBEICHUS
HY’KJIAIOLIeMYCsl 4eJIOBEKY TepaneBTryecku 3 dexruBHOro Konmuyecrtsa uaruonropa MDM?2, rie
uHruoutTop MDM?2 npencrasinsier coboii coenunenue dopmydst (I) wim dopmynst (II) umum ero
(apManeBTHYECKH MPHEMIIEMYIO COJIb.

[15] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JIEYeHHUsT CUCTEMHOro Mactorurosa (SM), BKIIOHAIOIEMY CTaJUI0 BBEACHHS HYXKAAIOLIEMYCS
YeJioBeKy TepaneBTHUeckn 3(()eKTHBHOro KojuuecTBa HMHruoOmuropa MDM?2, rme uUHTHOUTOP
MDM?2 npencraBnsier coboii coenunenue ¢Gopmynsl (I) wim  popmyner (II) wnu ero
bapManeBTHIECKH IPHEMIIEMYIO COJIb.

[16] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300OPETEeHHE OTHOCHTCS K CTIOCO0Y
JeueHnss XpoHmdeckor HeirpodunbHOi neiikemun (CNL), BKIFOUArOLIEMy CTAaIuIO BBEICHUS
HY’KZIQI0LIeMYyCsl 4eJIOBEKY TepaneBTHyecku 3pdexruBHOro Konmuecrsa nuarnonropa MDM2, rie
unruoutTop MDM2 npencrasisier codoii coenunenue dopmydst (I) mwim dopmynst (II) umm ero
bapmareBTHIECKH IPHEMIIEMYIO COJIb.

[17] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEeHHE OTHOCHTCS K CTIOCO0Y
JeUeHUs. MHUeNoAUCIUIacTudeckoro cuHapoMa (MDS), Bkmodaromemy CTagui0 BBEIEHUS
HY>KIAIOLIeMyCsl YeJIOBEKY TepaneBTHYeCKU 3P eKTUBHOrO KonnuecTsa nuruonropa MDM?2, rie
uHruoburop MDM2 npencrasisier coboii coenunenune Gopmyst (I) wmu dopmyner (IT) uam ero
(bapMaLeBTHYECKH MPUEMIIEMYIO COJIb.

[18] B ogHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE H300PETEHHE OTHOCUTCS K CTIOCO0Y
JICYSHHs CHCTEMHOTO 3a00JieBaHMs TY4HbIX KiIeTOoK (SMCD), BKIIIOHaOImEeMy CTaAHIO0 BBEACHUS
HYKJIAIOLIeMYCsl 4eJIOBEKY TepaneBTryecku 3 dexruBHOro Konmuiectsa nHruonropa MDM?2, rie
uHruouTop MDM?2 npencrasinsier coboii coenunenue dopmydst (I) wim dopmynst (II) umm ero
bapManeBTHIECKH MPHEMIIEMYIO COJIb.

[19] B omHOM BapwaHTe OCYLIECTBJICHUS, TPOMOOLUTEMUSI TPEACTABIsIeT COOOH
scceHunabHyo TpombonuTemuto (ET).

[20] B ogHOM BapuanTe ocymectsieHus, coennHerre Gopmyisl (I) wmu dpopmynsr (11)
HAXOIUTCSI B KPUCTAJUTMYECKOH popme. B omHOM BapHmaHTe OCYLIECTBICHHS, KPUCTAJUTMUECKAs
dopma xapakTepu3yeTcsi MOPOLIKOBOH MU(PPAKLUMOHHON PEHTTeHOrPaMMOM, coneprKamiel, 1o
MEHbLIEH Mepe, TP MHKa MpHU yriax audpakiuy 2 Teta B rpagycax, BbIOpaHHbIE U3 TPYIIIHL,
COCTOsIIIeH U3 MUKOB Nipu npudausutensHo 11,6, 12,4, 18,6, 19,0, 21,6 m 23,6 £0,1.

[21] B ogHOM BapuanTe ocymectsieHus, coenuHerre Gopmyisl (I) mmu dpopmynsr (11)

HaxoAuTcs B aMop(HOH popme.



[22] B omHOM BapmaHTe ocyuiecTBieHus, coequHerne Gopmysl (I) mmm ¢popmymer (1)
HAXOAWTCS B CBOOOAHOM popme

[23] B omHOM BapuaHTe ocyiiectBiieHusi, wHruourop MDM?2 mnpencrasisier coOoi
bapmareBTHIECKH IPUEMIIEMYIO cOJib coenuHenus ¢popmyasl (1) nmm popmyast (II).

[24] B onHOM BapuaHTe ocyuiecTBieHUs, coequHenne Gopmydsl (I) mnmu ¢popmyner (II)
BBOJIST OIMH Pa3 B IEHb MPH J103€, BBIOPAHHOM M3 FPYMIIbI, COCTOsAeH u3 15 mr, 25 mr, 30 mr, 50
mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 mr, 250 wmr,
275 wmr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

[25] B omHOM BapmanTe ocyuiectBieHus, coequHenne Gopmydsl (I) mmm ¢popmyier (I1)
BBOJSIT IBAXK/IBI B JICHb MPH J103€, BLIOPAHHON U3 IPyMIbl, cocTosimei u3 15 mr, 25 mr, 30 mr, 50
mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 mr, 250 mr,
275 wmr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

[26] B omHOM BapuaHTe OCYIIECTBIIEHHs, YeJOBeKa jeuar coequaenneM (opmyiel (I) B
TE€YCHHE TMepUoNa, BBIOPAHHOTO W3 TPYIIBL, COCTOSIEH W3 NPUOMM3UTENbHO 14 nHeW,
npubmisuTenbHo 21 meHb, npubnusurenbHo 28 AHEW, npuOaM3uTeNnbHO 35  nHEH,
npuOIM3NTENBHO 42 HA, TPUOIM3UTENBHO 49 HeH U NPUOIM3UTENBHO 56 THEH.

[27] B omHOM BapmaHTe ocyuiecTBieHus, coequHerne Gopmysl (I) mwmm dpopmyner (1)
BBOJIAT TIEPOPAIBHO.

[28] Huruburop MDM2 s mpUMEHEHUS B JICYEHHUH MHUEJIONPOIU(PEPATUBHOTO
HoBOoOOpaszoBanuss (MPN), BKIOUAOIIEM CTAAUIO BBENEHUS HYKIAIOIIEMYCsS YEJIOBEKY
tepaneBTruecku dpdexTuBHOr0 Komudecrsa uwHruouropa MDM?2, rae uHruourop MDM2
npexncrasisier codoi coenunenne Gopmyisl (I) nau Gopmynsr (II) unu ero papmaneBTHUeCKH
HPUEMIIEMYIO COJIb.

KPATKOE OIIMCAHHWE YEPTEXEM

[29] [TpuBeneHHOE BBILIIE KPATKOE U3JIOKEHUE, & TAKXKE CIIEAYIOIIee MOAPOOHOE ONICAHUE
HACTOSIEro H300peTeHuss Oyner Jydile TMOHSTO MNpPU YTEHWH BMECTe C MpHiaraeMbIMU
YepTesKaMH.

[30] ®UT'YPA 1 nokasbiBaeT MOPOIIKOBYIO PEHTIEHOBCKYIO mudpakrorpammy (XRPD)
coequHenus popmyiel (I) B kpucTammudeckol 6e3BonHON Gopme.

[31] ®UT'YPA 2 nokasbiBaer, uto coenunenue Gopmyisi (I) uarudupyer nponudepaiyro
OIyXOJIEBBIX KJIETOK P53 aukoro tuma (WT).

[32] ®UT'YPA 3 nokaswiBaet, 4to coequHeHue ¢opmyibl (I) HHrUOMpyeET in Vivo pocT
SJISA-1 (MDM2 aMmiuguIUpOBaHHOW) OMyXOJH 3aBUCALINM OT H03bI criocodom. EDso=9,0
MT/KT.

[33] ®UT'YPA 4 mnokaswiBaet, 4to coequHeHue ¢popmyiibl (I) mHTHOMpPYET in Vivo pocT
HCT116 (KRAS) onyxonu 3aBUCSIIUM OT 1036l criocodoM. EDso=31,6 mr/kr.

[34] ®UT'YPA 5 mokaswiBaet, 4to coequHeHue ¢opmyisl (I) mHTHOMpYET in Vivo pocT
A375sq2 (BRAF) onyxonu 3aBucsamum ot 103bl crocodom. EDso=18 mr/kr.

[35] ®PUT'YPA 6 noxkaseiBaeT p21 kpaTHYIO HHAYKOMIO coeauHeHus ¢popmydsl (I) mpu

Pa3IUYHBIX A03aX.



[36] ®UT'YPA 7 nokassiBaet, 4to coenuHerue GpopmyJisl (I) MHrHOUpPYET POCT OMyXOoJu
AML 3aBUCSIINM OT J103bI CIOCOOOM.

[37] ®UT'YPA 8 nokassiBaet, 4to coenuHeHue GpopmyJisl (I) MHrHOUpPYET POCT OMyXOoJu
AML B MBIIIMHOM MOJIEJIHM 3aBUCSIIIUM OT 03Bl CIIOCOOOM.

[38] ®UI'YPA 9 noxkasbiBaeT, uTo coequHenue Gpopmyisl (I) HHrHOMpPyeT KIeTOYHbIH
LIUKJL.

[39] ®UT'YPA 10 noxkaseiBaet, 4to coenuHenue (opmynsl (I) BbI3bIBaeT amnonto3 B
KJIETOUHBIX JTUHUSAX pS3 AML nukoro tumna.

INOAPOBHOE OITMCAHUE HACTOSAIIEI'O U30PETEHUA

[40] XoTs1 B HACTOSIIIEM OMMUCAHUH MOKA3aHbI U OMUCAHBI MPEINOYTHTEIbHbIC BAPUAHTHI
OCYIECTBIIEHHs] HACTOSIIEr0o M300pPETeHNUs, JTAHHbIE BAPUAHTHI OCYINECTBJICHUS MPEICTABIICHBI
TOJIKO B Ka4eCTBE NPUMeEpa U HE MpeIHA3HAUEHbI Il HHOTO OTPaHUYeHUs 00beMa HACTOSIIEro
nu3o0perenusi. Pa3nuyHble ambTepHATUBBI ONMMCAHHBIM BapUAHTAM OCYINECTBJICHUS] HACTOSINErO
n300peTeHNs] MOJKHO MPUMEHSITh MPH MPAKTHYECKON peann3alii HACTOSALIEr0 H300PETEHUs.

[41] Ecnu He onpeneneHo HMHave, BCE TEXHUUECKHUE U Hay4YHble TEPMUHBI, IPUMEHsIEMbIE
B HACTOSLIEM OMHUCAHUH, UMEIOT TO K€ 3HaYeHHE, KOTOPOE OOBIMHO MOHUMAETCS CIIELUAINCTOM B
JaHHOW 00J1aCTH TEXHUKH, K KOTOPOIH OTHOCHUTCSI HACTOSIIIee U300pEeTEeHHE.

[42] TepmuHbI “BBOAMMBIN B KOMOWHAIIUH ¢ U “‘COBMECTHOE BBEIEHUE , KAK MPUMEHSIOT
B HACTOALIEM H300pETEHUH, OXBATHIBAIOT BBEIEHHE JABYX MWiIM Oojee aKTUBHBIX
bapManeBTHYECKIX HWHIPEIUEHTOB CYOBEKTY TaKUM CHOCOOOM, 4TOObI 00a areHTra W/WiHM HX
MeTa0OJIUThl MPHUCYTCTBYIOT B CyOBEKkTE€ ONHOBpeMEHHO. COBMECTHOE BBEIECHHME BKIIFOUAET
OJTHOBPEMEHHOE BBEJIEHHE B OT/IEJIbHBIX KOMIO3HULIUAX, BBEIGHUE B PA3HOE BPEMsI B OT/IENbHBIX
KOMITO3HMLIMSIX WJIH BBEICHUE B KOMITO3HMLIMY, B KOTOPOIl MPUCYTCTBYIOT ABA MK OOJIee areHTOB.

[43] Tepmuu “>ddexTHBHOE KOMUUECTBO WM ‘‘TepaneBTHUecKH 3(dexTrBHOE
KOJIMYECTBO OTHOCUTCS K KOJIMYECTBY AKTHBHOTO (hpapMaleBTHYECKOTO HHIPEIUEHTa WM
KOMOWHAIIMM aKTHBHBIX (papMalleBTUYECKHX HHIPEAMEHTOB, KaK OIHUCAHO B HACTOSIIEM
u300peTeHNH, KOTOpOE SIBJISIETCS JOCTATOYHBIM JUIsl  OCYLIECTBJICHHs IPEIIoJiaraeMoro
NPUMEHEHHUs, BKJIIOYAs, HO HE OrPaHWUYMBAsCh, JieueHHe 3a0ojeBaHus. TepaneBTHUECKU
5 (}EeKTUBHOE KOJUYECTBO MOXKET BAapbUPOBATHCS B 3aBHCUMOCTH OT TPEATOJNIAraeMoro
npuMeHeHus (in vitro wid in vivo) uik cyObekTa U O0JIE3HEHHOT'O COCTOSIHUS, KOTOPOE JieuaT
(HampuMmep, Beca, BO3pacTa M MOJja CyObeKTa), TSKECTH OOJEe3HEHHOTO COCTOSHUS, crocoda
BBEICHUS U APYTUX (PaKTOPOB, KOTOPBIE MOXKET JIETKO ONPEAETHTD CIIELHAIICT B TaHHON 00JIacTh
TEXHUKH. TePMHH Tak)Ke OTHOCHTCS K J103€, KOTOpast OyZeT BBI3bIBATH ONPENETICHHBIH OTBET B
KJIETKaxX-MHLICHAX (HAMpUMeEp, CHIDKEHHE aare3uyd TPOMOOLMTOB W/HIM MHIPALUH KIJIETOK).
Konkpernass no3a Oyzner BapbHpOBATBCA B 3aBHCUMOCTH OT KOHKPETHBIX BBIOPAHHBIX
COEAMHEHUH, peXXNMa TO3UPOBAHUS, KOTOPOTO HEOOXOAMMO MPUAEPIKUBATHCS, OT TOTO, BBOAUTCS
JIM COEANHEHNE B KOMOMHAIINH C IPYTUMH COEAMHEHUSIMH, BPEMEHH BBEICHUS, TKAHH, B KOTOPYIO
OHO BBOAMTCS, M (PU3NIECKON CHUCTEMBI TOCTABKH, B KOTOPOI TPAHCIOPTUPYETCS COSTUHEHNUE.

[44] Tepmunbl ‘“>HaHTHOMEpPHO OOOrameHHBIH,” “OPHAHTHOMEPHO YUCTHIN U

“HepaLeMUYecKUil”’, KaKk MPUMEHSIIOT B HACTOSILIEM OINMUCAHUHU, OTHOCATCS K KOMIIO3ULUSIM, B



KOTOPBIX IPOLIEHT I10 BECY OJHOTO YHAHTUOMEPA SBJISIETCS OOJBIINM KOJIUYECTBA JAHHOTO OTHOTO
SHAHTHOMEpPA B KOHTPOJIBHOI CMECH palieMHYeCcKOl KOMITO3ULUH (Hanpumep, Oonbinm dem 1:1
no Becy). Hanpumep, sHaHTHOMEpHO obOoraiieHHbIi npenapar (S)-sHaHTHOMEpa, 0003HaYaeT
npernapar CoenuHeHus1, coaepxkammuii bonee yem 50% 1o Becy (S)-5HaHTHOMEPA OTHOCHTEIBHO
(R)-sHaHTHOMEpA, TAaKOW Kak, MO MeHblIel mepe, 75% 1o Becy, Takoil Kak, IO MEHbIIEH Mepe,
80% 1o Becy. B HEKOTOPBIX BapuaHTax OCYINECTBIIEHHs, OOOTAIEHHE MOXKET OBbITh 3HAYUTEIBHO
Gonmpime 80% mo Becy, oOecrmeunmBasi «CYIIECTBEHHO JSHAHTHOMEPHO OOOTalleHHBIH,
«CYIIECTBEHHO 3HAHTHOMEPHO YMHCTBIM» WM «IPAKTHYECKH HEepalleMHUYeCKUil» Ipemnapar,
KOTOPBII OTHOCHUTCS K IpernapaTtaM KOMIIO3HULIMM, KOTOpbIE Coiepkat, o MeHblel mepe, 85% mo
BECY OZJHOIO SHAHTHOMEpa OTHOCUTENBHO JIPYroro SHaHTHOMEpa, Takol Kak, M0 MEHbLIeH Mepe,
90% mo Becy, U TakOW Kak, Mo MeHbinel mepe, 95% mo Becy. TepMuHBI “IuUacTepeoOMepHO
oOoraleHHbli” W “IHACTEPEOMEPHO YHUCTBINA , KaK MPUMEHSIOT B HACTOSIIEM OIUCAHUY,
OTHOCSITCSI K KOMIIO3ULMSIM, B KOTOPBIX IPOLIEHT MO BECy OAHOIO AHacTepeoMepa SIBISETCS
OONBLIMM dYeM KOJHMYECTBO JMJAHHOTO OIHOTO JHacTepeoMepa B KOHTPOJBHOW CMeCH
IMacTepeoMepoB. B HEKOTOPBIX BapHaHTax OCYINECTBIIEHHs, OOOramieHne MOXeT OBbITh
3HauuTebHO OonbimuM, deM 80% mo Becy, obecredmBasi «CYLMECTBEHHO IUACTEPEOMEPHO
o0oraIeHHbII» WIN «CYIECTBEHHO JUACTEPEOMEPHO YUCTHINY MpenapaT, KOTOPbI OTHOCHUTCS K
npenaparaM KOMIIO3ULMH, KOTOpble COAep:kaT, Mo MeHblieil Mmepe, 85% mo Becy OIHOrO
AracTepeoMepa OTHOCUTENIBHO APYTUX JIHACTEPEOMEPOB, TAKOH Kak, Mo MeHblieil mepe, 90% no
BECY, M TaKOM Kak, 1o MeHblueh Mepe, 95% mno Becy

[45] B mpeamodTuTEeNnpHBIX BAapUAHTAaX OCYIIECTBJIEHHUS, SYHAHTHOMEPHO oOoralieHHas
KOMIIO3UIMsT HMMeeT Oosiee BBICOKYIO 3((EKTUBHOCTh B OTHOLIEHUH TEpaneBTUYECKON
MOJIE3HOCTH HA €JUHUIY MACChl, YeM paLeMUuYecKasl CMeCh JAHHON KOMIO3ULMH. DHAHTUOMEPHI
MOXXHO BBIIENUTbh M3 CMeceil crnoco0amu, W3BECTHBIMH CHELHANNCTaM B JAaHHOH olnactu
TEXHUKH, BKJIIOYAsi XUPAJIbHYIO XUAKOCTHYIO XpoMaTorpaduio Beicokoro aasnenus (BOXX) u
MOJIly4YeHHEe W KPHUCTAJUIM3ALMIO XUPAJIbHBIX COJIeH, WIM MPeArnoOYTUTEbHbIE 3HAHTHOMEPHI
MOJKHO TOJIyYUTh AaCUMMETpPUYHBbIM cuHTe30M. Cwmorpu, Hampumep, Jacques, ef al,
Suanmuomeps, Racemates u Resolutions, Wiley Interscience, New York (1981); E. L. Eliel u S.
H. Wilen, Stereochemistry of Organic Compounds, Wiley-Interscience, New York (1994).

[46] “OHaHTHOMEpHAs YHUCTOTA”, KaK MPUMEHSIOT B HACTOALIEM ONMHCAHUU, OTHOCUTCS K
OTHOCHUTENIbHBIM KOJIMYECTBAM, BBIPAXKEHHBIM B BUJE IPOLEHTA, MPUCYTCTBUS KOHKPETHOTO
SHAHTHOMEpa OTHOCHUTENbHO APYroro sHaHtuomepa. Hampumep, eciau coeanHeHue, KOTOpoe
NMOTEeHLHATBHO MOxeT uMeTh (R) - win (S) -u3omMepHyr0 KOHQUTypaluio, MPUCYTCTBYET B BUIE
paLeMUYECKON CMECH, SHAHTHOMEPHAs! YUCTOTa COCTaBIIsAET OKoJIo 50% oTtHOcHTenbHO Ml (R)-
wi (S)-uzomepa. Eciiv B 1TaHHOM CoeTUHEHUH OJTHA U30MepHasi (hopMa npeodanaeT Haa APYToi,
Harpumep, 80% (S) - u 20% (R) -, 3HaHTHOMEpHAs YUCTOTa COEAMHEHUs] OTHOCHTENBHO (S)-
n30MepHoH popmel cocTasisieT 80%. DHAHTHOMEPHYIO YHCTOTY COSAMHEHUSI MOKHO OTIPEIEUTh
psimoM  crocoOOB, M3BECTHBIX B JaHHOH OOJNAcTH, BKIKOYAs, HO HE OTrPaHUYHBAsCDH,
Xpomarorpaduro, MpUMEHssl XUPAJIbHYIO MOJIOXKKY, NOJSIPUMETPHUECKOE U3MEPEHNE BPALECHUS

MOJISIPU30BAHHOTO CBETA, CIICKTPOCKOIHUIO AACPHOrO MArHUTHOTO pE30HAaHCA, MNPUMCHSIA



XUpaJibHbl€ CIIBUrAIOIINE PEAreHThI, KOTOPbIE BKJIOUYAIOT, HO HE OTPaHUYMBAIOTCS, XUpPAJIbHbIE
KOMIUIEKCBIL, COfiepKalliie JaHTaHOUAbI, Wiu cnupT [Iupkna, unu nepuBaTU3alvio COEANHEHUN,
NPUMEHsl XUpaJbHOE COCAMHEHHE, Takoe Kak Kkuciora Momepa, ¢ MHOCIEAyHLIen
Xpomarorpaduei Him CeKTPOCKONHEH siIepHOr0 MAarHUTHOTO PE30HAHCa

[47] Tepmun “ICso” OTHOCHTCS K IOJYyMAaKCUMAaJIbHON MHTHOMpYIOIIEeH KOHLEHTPALUH,
m.e. uarnouposanmo 50% tpebyemoii aktuBHOCTH. TepmuH “ECs0” OTHOCHTCS K KOHLIEHTPALUH
JIEKapCTBEHHOT'O CPECTBA, MPU KOTOPOI JOCTUTaeTCsl MOJyMAaKUCMAJIbHBIA OTBET.

[48] “HM3omepbl” MpencTaBisitOT COOOM pa3Hble COENMHEHHS, UMEKIINE OIUHAKOBYIO
MOJIEKYJISIpHYI0  opmyity. «CTepeousomMepbl» TPEACTABISIOT COOOW H30MeEphl, KOTOpBIE
Pa3INYAIOTCS TOJIBKO CITOCOOOM PACTIONOKEHHSI AaTOMOB B IIPOCTPAHCTBE, T.€., UMEIOT Pa3IMIHYIO
CTEPEOXMMHUYECKYI0  KOHQUTYyparuro. «JHAHTHOMEpPb»  MPEACTABISIOT  COOOW  mapy
CTEPEON30MEPOB, KOTOPBIE SIBISIFOTCS HECOBMECTUMBIMU 3€PKaJbHBIMH OTOOPAKEHUSIMH APYT
apyra. Cmechb 1:1 mapbl 3HAHTHOMEPOB MPENCTABISET COOOH «paLeMHUYECKyO» cMech. TepMuH
«(£)» TpUMEHSIOT U1 OOO3HAYEHHUS pPALEMUYECKOM CMeCcH, TAe 3TO HeoOXOIuMO.
«/lnacrepeon3oMepbly» MPEACTaBIIIOT COOOH CTEPEON3OMEPDI, KOTOPBIE COEPIKAT, IO MEHBIIECH
Mepe, 1Ba ACHMMETPUYHBIX aTOMA, HO HE SIBJSIFOTCS 3€PKAJbHBIMU OTOOPaKEHUSIMH IPYT APyTa.
AOCOJIIOTHYIO CTEPEOXHUMUIO OMPENeNsIIoT B cooTBeTCTBUH ¢ R-S cuctemoii Kana-HMuronbna-
IIpenora. Korna coenquHenne npeacrapisier cOOOH YUCTBIA YHAHTHOMED, CTEPEOXUMHESI KaXKIOTO
XUPAJIBHOTO aTOMa yriepoja MoxeT ObITh yka3zaHa ¢ momompio R wnm S. Paspenensble
coeanHeHus1, a0COMOTHAsI KOHPUTYPALIUs KOTOPBIX HEU3BECTHA, MOTYT ObITh 0003HaueHsI (1) Win
(-) B 3aBHCUMOCTH OT HampasjeHus (PaBO- WJIM JIEBOBpAILAIOLIee), B KOTOPOM OHU BPAILAIOT
IJIOCKOMOJIAPU30BAHHBIN CBET MPU AJIMHE BOJIHBbI JUHUU D HaTpus. HekoTopele U3 coequHeHun,
ONMCAHHBIX B HACTOSAIIEM H300PETEeHMH, COAEPKAT OAMH WIM HECKOJbKO aCUMMETPUUYHBIX
LIEHTPOB U, TakuM o00pa3oM, MOTyT JaBaTh JHAHTHOMEpPbI, AMACTEPEOMEpbl U APYIHe
crepeon3oMepHble (OPMBI, KOTOpbIE MOXHO OINpPENeNUTh C TOYKH 3peHHs aOCONFOTHOH
crepeoxumuu kak (R) - umu (S)-. TTogpasymeBaeTcs, 4TO HACTOSIIINE XUMUYECKHE COSTUHEHUS,
(apManeBTHYECKHE KOMIIO3UIIUU M CIIOCOOBI BKJIIOYAIOT BCE JAHHBIE BO3MOXKHBIE HU30MEpHI,
BKJIFOYAsi PALEMUYECKHE CMECH, OINTHYECKH YHUCThble (OPMBI U TNPOMEKYTOUYHBIE CMECH.
Onruueckn aktuBHbe (R)- 1 (S) -U30MepBI MOXKHO TOJYYHTh, TPUMEHSISI XHPAJIbHbIE CHHTOHBI
WM XHPAJIbHBIE PEAreHThl WM MOKHO Pa3lesuTh, IPUMeHsst oOumenpuHaTbie crocodsl. Korna
COEMHEHUs], ONMCAHHbIE B HACTOSIIEM HM300PETEHHH, CONEpKaT OJie(HMHOBBIE TBOWHBIE CBSI3U
WM APYTHe LEHTPbl TeOMETPUYECKON aCUMMETPHH, U €CJIM He YKa3aHO MHaYe, MPeArnoaraercs,
YTO COeMHEHUs BKIIO4aoT U E 1 Z reomeTpuyeckre u3oMephbl.

[49] “MPN-BP” otHocurcss k OnactHoi ¢aze (BP) wmmenonponudepaTuBHbIX
HOBOOOpazoBaHuii (MPN), onrcaHHBIX B HACTOSIIIEM ONMCAHHH.

[50] Ilpenmonmaraercs, uTo ‘“‘¢apMaleBTHYECKH NPUEMIIEMBbIi HOCUTENb WU
“(hapMalieBTHUECKH TPHEMJIEMOE BCIIOMOTATENbHOE BELIECTBO BKIIIOYUAeT JIFOOOW U BCe
PacTBOPUTENH, TUCTIEPCHOHHBIE CPEIbl, TIOKPBITHS, aHTUOAKTEpPHAIbHbIE  TPOTUBOTPUOKOBBIE
CpeACTBa, M30TOHMYECKHE CPEACTBA M CPEACTBA, 3aMenysiromue adbcopbumro. IlpumeHenue

AAHHBIX CPE€A U ar€HTOB AJIsI aKTHUBHBIX (1)apMaLIeBTI/ILIeCKI/IX HUHIPEAUCHTOB XOPOIIO U3BECCTHO B



OaHHOM 00JacTy. 3a UCKITIOUYEHHUEM CITy4aeB, KOraa Kakas-Tu0o oOIenpuHsITasi Cpeia Uiid areHT
HECOBMECTUMBbI C AaKTHUBHBIM ()apMaleBTHUYECKUM MHIPEAUEHTOM, NPEANONaraeTcsi ee
NPUMEHEHNUE B TEPANEBTHUECKUX KOMITO3UIMAX HACTOALIEro n3o0pereHus. JlomonHuTenpHbIe
AKTHBHBIE MHIPEIUEHTBI TAK)KE MOTYT OBITh BKJIFOUEHBI B OITMCAHHbIE KOMIIO3ULIUH.

[51] TepmuH “dapmarieBTUHECKH TpUEMIIEMAasi COJIb~ OTHOCHUTCS K COJISIM, TIOJy4Y€HHbBIE U3
MHOJKECTBA OPraHWYEeCKUX U HEOPraHHMYECKHX NMPOTHBOMOHOB, M3BECTHBIX B JAHHOHW 00JjacTH
TeXHUKU. PapMalleBTUYECKU NpUEMJIEMbIE COJIU MPUCOEIUHEHUSI KUCIOThl MOXKHO IOJYYHUTh C
HEOPraHMYECKUMH KUCJIOTAMU M OPTaHUYECKMMH KHCIoTaMH. HeopraHudeckue KUCIIOTHI, U3
KOTOPBIX MOJKHO TOJIyYUTh COJIM, BKIIFOYAIOT, HANPUMEP, XJOPHUCTOBOAOPOAHYIO KHUCJIOTY,
OpPOMHCTOBOOPOIHYIO KUCIIOTY, CEPHYIO KUCJIOTY, a30THYKO KHCIOTY U (POCHOPHYIO KHCIOTY.
Opranuveckre KHCIOThL, U3 KOTOPBIX MOJKHO MOJIYYUTh COJIM, BKJIFOYAKOT, HAIPUMED, YKCYCHYIO
KUCJIOTY, TPOIMHOHOBYK) KHCJIOTY, TJIMKOJIEBYIO KHUCJIOTY, IHPOBHUHOTPAIHYIO KHUCIOTY,
IIaBEJIEBYI0 KHCJOTY, MAJEUHOBYI KHCIOTY, MAJIOHOBYK) KHCIIOTY, SIHTAPHYIO KHCJIOTY,
(byMapoByr KHCIIOTY, BUHHYIO KHCJIOTY, JIAMOHHYIO KHCJIOTY, O€H30MHYIO KHCIIOTY, KOPHYHYIO
KUCJIOTY, MUHJIJbHYIO KHCIIOTY, METaHCYJIb(OHOBYIO KHUCIIOTY, STAHCYJIb()OHOBYIO KUCIIOTY, II-
TOJIYOJICYJIB(OHOBYIO KUCIIOTY M CATTMIMIIOBYIO KUCIOTY. PapManeBTHYECKH MPUEMIIEMbIE COJTU
NPUCOCINHEHUSI OCHOBAHUI MOJKHO TIOJNYYUTh C HEOPTaHWYECKUMH M OPTaHHYEeCKUMHU
OCHOBaHMSIMU. HeopraHndeckne OCHOBaHUsS, W3 KOTOPBIX MOXKHO IOJYYUTH COJIH, BKIIFOYAIOT,
Harnpumep, HaTPUM, KajJul, JJUTUIA, aMMOHHM, KaJIbLUH, MAarHUH, JKee30, HUHK, Mellb, MapraHeLw
u amoMuHHH. OpraHu4deckre OCHOBAHMSA, W3 KOTOPBIX MOXKHO IIOJYYUTBH COJIH, BKJIFOYAIOT,
HarpuMep, IMepBUYHBbIE, BTOPUYHBIE M TPETUYHbIE AMUHBI, 3aMELICHHbIE aAMHUHBI, BKJIIOYas
BCTpEUaIOLINecss B MPUPOAE 3aMELIeHHble aMUHbI, LUKJINYECKHE aMUHbl U OCHOBHbBIE
MOHOOOMeHHbIe cMOJbl. KOHKpeTHbIe MpHMEpbl BKJIIOYAIOT H3ONPOMMJIAMUH, TPHUMETHIAMUH,
AVATHJIAMUH, TPUATWIAMHH, TPHUINPONMJIAMHUH M 3TAaHOJaMUH. B u30paHHBIX BapHaHTax
ocyuiecTBIeHHs (hapMaleBTUUECKH MpHUeMiIeMast COJIb MPUCOSANHEHHsI OCHOBAHHS BbIOpaHa M3
COJIell aMMOHUS, KaJiUsi, HATPUs, KaJbIMsl W MarHus. TepMHH «COKPHUCTAI» OTHOCUTCS K
MOJIEKYJISIPHOMY KOMIUIEKCY, MOJIyY€HHOMY U3 Psiia COKpPHCTaI000pa3oBaTeell, N3BECTHBIX B
JaHHOHN OONacTH TEXHUKH. B OT/IiM4Me OT COJMM COKPUCTA/UT OOBIMHO HE BKJIIOYAET MEPEHOC
NPOTOHA MEXAY COKPHCTAUIOM M JIEKAPCTBEHHBIM CPEACTBOM, M BMECTO STOrO BKJIOYAET
MEKMOJIEKYJISIPHBIE B3aMMOJCHCTBHSI, TAaKUE KaK BOIOPOIHAS CBsI3b, CTOKUHI apOMATUYECKHX
KOJIEI] WJHM JHMCTIEPCHOHHBIE CHJIBI MEXIy COKPHUCTAIIOO0pa3oBaTeNieM U JIEKApCTBEHHBIM
CPEACTBOM B KPUCTAJUTMIECKOHN CTPYKTYpE.

[52] Tepmunnl “QD,” “qd” nmu “q.d.” obo3HauaroT quaque die, unu ONWH pa3 B JICHB.
Tepmunst “BID,” “bid” wim “b.1.d.” obosnauarot bis in die, unu nBaxkasi B ieHb. Tepmunst “TID,”
“tid” wm “t.1.d.” obo3HauaroT fer in die vy Tpu pasza B neHb. Tepmunsl “QID,” “qid” wim “q.1.d.”
o0o3HauarT quater in die MU YETHIPE pas3a B ICHb.

[53] “ConpBaT’ OTHOCHUTCSI K COSUHEHHIO B BUe (PU3MUECKOTO acCoLMaTa ¢ OTHOU WU
Oonee MonekyIaMu GpapMarieBTHYECKH IPHUEMIIEMOTO PACTBOPHUTEIS.

[54] “Tepanestuueckuii 3¢pdexr”, Kak NaHHBIH TEPMHH NPHUMEHSETCS B HACTOALIEM

n300peTeHnH, BKIIOYAaeT TepaneBTHUeckuil sddext n/mnmu npodunaktudeckui 3pdexr, kax
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onucaHo Beime. [Ipodpunakrudyeckuii 3pQPexT BKIOUAET OTCPOUKY WIM YCTPAHEHUE TOSBICHUS
3a0051€BaHMS WM COCTOSIHUSI, OTCPOUYKY MM YCTPaHEHHE TOSIBJICHUS CUMIITOMOB 3a00JI€BaHUS
WIN COCTOSIHUS, 3aMeNIJIEeHHe, OCTAHOBKY HJIM OOpalleHHe MpOorpeccupoBaHus 3a00JeBaHMs WIN
COCTOSIHUS WJTH JIFOOYIO MX KOMOMHALHIO.

[55] Korna nuana3oHbl NPUMEHSIOT B HACTOALIEM H300pETEHUH JJIs ONTMCAHUS, HATIpUMep,
(du3MUeCKUX WM XMMHYECKUX CBOMCTB, TaKMX KaK MOJIEKYJsIpHas Macca MM XHUMUYECKHUe
(bopMyJIbl, IPEeaNoaraeTcs, 4To BCe KOMOMHALIMY 1 CYOKOMOWHALIMY TUATIA30HOB M KOHKPETHBIE
BAPUAHTBI OCYLIECTBJICHHs BKIFOYEHbI B HUX. [IpUMEHEHHE TepMHHA «IPHOIM3UTEIBHO» TPHU
OoOpalleHn K YHUCIy HJIM YHUCJIOBOMY JHMAana3oHy OOO3HAYAeT, YTO YKAa3aHHOE YHCIO WU
YHCJIOBOH JHWAma3oH SBISIETCS NPUONM3HUTENbHBIM B TIpeAeiax  SKCIEePHUMEHTATbHON
U3MEHYMBOCTU (WJIM B TpeleNaX CTATHCTHYECKOH 3KCIEPUMEHTAJbHOW OMIMOKH), W, TaKUM
00pasom, YHCIIO WIM YHCIOBOH AMANa30H MOKET BapbUPOBAThCS, Hampumep, ot 1% mo 15% ot
YKa3aHHOTO YHCJIa WIHM YUCIOBOTO Iuana3oHa. TepMHUH «comepskaluii» (U CBsI3aHHBIE TEPMHHBI,
TaKHe KaK «COAEPIKATbY» W «COHEPKHUT» WIH «UMEFOIIUNY» WIN «BKIFOYAIOLIUID) BKIKOYAET
TaKye BapPUAHTHI OCYIIECTBJICHHUS, KaK, HAIIPUMED, BAPUAHT OCYIIECTBIICHUS JIFOOOH KOMITO3ULIMH
BEIIECTBA, CIOco0a WM MPOLECCa, KOTOPBIE «COCTOST M3» MM «COCTOST MO CYIIECTBY H3»
OIHCAHHBIX MPU3HAKOB.

[56] CoennHeHus IO HACTOALIEMY M300PETEHHIO TaKXKe BKIIIOYAIOT KPUCTAJUINYECKHE U
amoppubie ¢opmbl coenuHeHus ¢opmyasl (I) mmm popmyner (II), BxirOuas, Hampumep,
NOJUMOP(BI, TICEBAOMIOIMMOP(]BI, CONbBATHL, T'HAPATHI, HECOIbBATHUPOBAHHBIE MOJUMOP(DBI
(BKiIFOUAst aHTMAPATHI), KOHGOPMAIMOHHBIE MOJUMOP(]PBI 1 amopdHbIE GOPMbI COSAMHEHUH, a
Takke ux cmec. «Kpucranmmueckas GopMay U «monumMopd» npeaHa3HaueHbl ISl BKIIOYEHUs
BCEX KPUCTAIUIMYECKHX U aMOp(HBIX (OPM COEAMHEHUs, BKJIOYAs, HAMPUMEP, MOJUMOPPHI,
NICEBIONOIUMOP(dBI, COJBBATHL, THUAPATHI, HECOJIbBATUPOBAHHBIE MOJUMOPOBI  (BKIHOYAS
aHTHIpPaThl), KOH(POPMAIMOHHBIE TOTUMOPdBI 1 aMOpdHBIE (POPMBI, a TAKIKE UX CMECH, €CIIU He
YIOMMHAETCS] KOHKPETHAsI KpUCTATHYeckasi uiiu amopdHas popma.

CrniocoObI ieueHust paka

[57] Hacrosimee u3oOpeTeHHe OTHOCHTCS K CHOCOOy JIeUeHHs paka, BKJIFOYAIOIIEMY
CTaUIO BBEIEHHs HYXXJAKOLIEMYCsl YeJIOBEKY HMHTHOMUTOpPA TOMOJIOra MBIIIUHOTO JIBOHHOTO
mukpobenka 2 (MDM?2) unu ero papmaneBTHUECKH PUEMJIEMON COJIH, B KOTOPOM pak BbIOpaH
U3 TPYMIBI, COCTOSIIEH M3 KAPIHMHOM, TAKUX KaK PaK MOYEBOTO Iy3bIPsi, MOJIOYHOW JKEJe3Bl,
TOJICTOH KHIIKH, NMPSIMON KHIIKH, TOYEK, MEUeHH, JErKuX (MEJIKOKJIETOYHBIH paK JIETKHX |
HEMEJIKOKJIETOUHBIH PaK JIETKHUX), MUIIEBOAA, JKETYHOTO MY3bIPs, SUYHUKOB, IMOJKENYIOYHON
JKENe3bl, KEeNyaKa, IMEHKH MaTK{, IMUTOBUIHON JKeJe3bl, MPOCTAThl, TOJOBBI U IIEH, U KOXKHU
(BrurOuast Oa3ajbHBIA U TUIOCKOKJIETOYHBIN pak, MEIaHOMY, KapLMHOMY U3 KJIETOK Mepkens,
capkomy Kamomm, nuM@omMBl KOXH), TE€MOMO3THYECKHX ONyXxoied JIUM(POUTHON JHHUA
(BiFOUAst JIEWKEMHUIO, OCTPYIO JHM(OJEHKEMHUIO, XPOHUYECKYI0 MHEJIOTEHHYIO JIEHKEMHUIO,
ocTpyro JumdobnacTHyo Jselikemuto, B-kierounyro numdomy, T-knerounyro mmmdomy,
miMpomy XOmKKHUHA, HEXOKKHHCKYIO TUM(OMY, BOJOCHUCTO-KJIETOYHYIO TUMPOMY U TUMPOMY

bepkurra); reMONnOITUYECKUX OMYXOJeH MHEJIOMIHOTO MPOUCXOXKACHUS (BKJIIOUAs OCTPYIO U
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XPOHMYECKYI0  MHEJOT€HHYI0  JIEHKeMHIO,  MHENOJUCIUIACTHYECKHMH  CHHAPOM |
IPOMHENIOLUTAPHYIO JIEWKEMHIO), OMYyXOJH MEe3€HXMMAJIbHOTO TPOUCXOXKIAEHUs (BKIIOUas
¢dubpocapkoMy 1 pabIOMHOCAPKOMY U APYTHE CAPKOMBI, HAPUMEpP, MATKUX TKaHEH U KOCTel),
ONMyXOJM ILIEHTPAJbHOH M mnepudepudeckoll HEPBHOH CHCTEMBbl (BKJIIOYAs aCTPOLUTOMY,
HelipobacToMy, MIHOMY, IIIHOOJACTOMY UM IIBAHHOMBI); U PYTHE OMyXOJH (BKJIIOYast MEJIAHOMY,
CEMHUHOMY, TepaTOKapLMHOMY, OCTEOCAPKOMY, IMUITMEHTHYIO KCEHOIEPOMY, K€PaTOKTAaHTOMY U
(bONTMKYIAPHBIA pak LIMTOBHAHON kene3bl). B OZHOM BapuaHTe OCYINECTBJICHHs, HHTHOUTOP
MDM?2 npeacrapinsieT coboii coenunenue Gopmyasl (I) uau dopmyssr (IT1). B onHOM BapuanTte
ocyiecTBieHust, tHruouTop MDM?2 BriOpan U3 rpymibl, cocrosieii coeauaenus: popmysl (1),
dopmyasl (IT), RG7388, Tpunromnaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmalueBTUYECKH MNPUEMIIEMbIX cojieil. B OIHOM BapuaHTe OCYIIECTBICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerust Gopmyinsl (I), dopmyner (1D),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmManieBTHHECKN MPUEMIIEMBIX COJIEH.

[58] Hacrosimee nzobpereHne Takke OTHOCUTCS K NMPUMEHEHHIO MHIHOUTOpa rOMOJIOTa
MBILIFHOTO ABOHHOTO MUKpoOenka 2 (MDM?2) unu ero papmManieBTHUECKH PUEMIIEMO COITH AJIst
JIEUSHHs paKa y HYKAAIOLIErocs 4elloBeKa, B KOTOPOM Pak BBIOpAH M3 TPYIIIBI, COCTOSIIEH U3
KapLUHOM, TAKUX KaK paKk MOYEBOrO My3bIPs, MOJIOUHOW JKE€Je3bl, TOJCTOW KHUINKH, MPSIMON
KUIIKH, TOYEK, MEYEeHHU, JIETKUX (MEJNKOKJIETOYHBbIH pak JIETKUX W HEMEJKOKJIETOYHBIH pak
JIETKUX ), TIUIIEBO/IA, JKEITYHOTO My3bIPsi, SUYHUKOB, IOXKENYIOUHON JKeJIe3bl, JKeyIKa, MeHKn
MAaTKH{, IQUTOBUIHOHN >KeJie3bl, MPOCTAThI, TOJOBbI U IIeHW, M KOXU (BKIOYas Oa3ajbHBIA U
IUIOCKOKJIETOYHBI paK, MEJaHOMy, KapLMHOMy HU3 KJIeTok Mepkens, capkomy Kanomm,
AUM(POMBI KOXH), T'€MOINOITHYECKHX OIMyXosieH JTUM(POUAHOW JMHUM (BKIIOYAs JIEHKEMHUIO,
OCTpyI0 JTHUM(DOIEHKEMHUI0, XPOHUYECKYIO MHEJIOTeHHYIO JIEHKEMHIO, OCTPYIO JHM(OOIaCTHYIO
aelikemuro, B-knerounyro smmbpomy, T-knerounyro sgumdpomy, numpomy XOIKKHHA,
HEXOJDKKUHCKYIO JTUM(OMY, BOJOCHCTO-KJIETOUHYIO JmMpomy wu snumbomy bepkurra),
TeMOIIO3TUYECKHX OIyXOJIeH MHUEJIOUIHOTO MPOUCX OXKACHHUS (BKITFOUAst OCTPYIO M XPOHHUYECKYIO
MHEJIOTEHHYO JISHKEMHUIO, MUEJIOANCIUIACTHYECKUI CHHAPOM H TIPOMHEJIOLUTAPHYO JIEHKEMHIO ),
OIyXOJIM ME3EHXHUMAJIbHOT'O MPOUCXOXKIEHUs (BKIIFOYast (UOpocapkoMy u pabaoMHOCApKOMY U
OpyTUe CapKOMbI, HampuMep, MSTKUX TKaHeW U KOCTel), ONyXOoJu LEeHTPaJIbHOH U
nepudepuIeckoll HEPBHOW CHCTEMBbl (BKJIOYAs aCTPOLMTOMY, HEHpoOIacToMy, TIIHOMY,
rTHOONAaCTOMY M IOBAHHOMBI), M Jpyrue Omnyxonu (BKIHOYas MEJIaHOMY, CEMHHOMY,
TEPATOKAPLIUHOMY,  OCTEOCAapPKOMY, IUTMEHTHYK)  KCEHOAEPOMY, KEPAaTOKTAHTOMY U
(boMKyIAPHBIA paK LIMTOBUIHON keje3bl). B OAHOM BapHaHTEe OCYIIECTBIICHUS, HHTHOUTOP
MDM?2 npencrapnsier coboit coenunenue Gopmyasl (I) i dopmyast (II). B ogHoM Bapuante
ocyuecTsieHust, ”Hruonrop MDM2 BeiOpan u3 rpymnibl, cocrosimeii coenuaenus: popmysl (1),
dopmyasl (II), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
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cepunemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m wux QapmManeBTHYECKH NpPUEMIIEMBIX colell. B OmHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosied coenquHerus popmynsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux apmanieBTH4E€CKH MPUEMIIEMBIX COJIEH.

Cnoco0sl neuenus muenonponugepamusno2o nosoobpasosanis (MPN)

Hacrosimee m3o0pereHne TakyKe OTHOCHTCS K criocoOy sedenust MPN, BKIOHanomemy
CTaUIO BBEIEHHs HYXXJAIOLIEMYCsl YeJIOBEKY HMHIHOMTOpPA TOMOJIOra MBIIIHUHOTO JIBOHHOTO
mukpobenka 2 (MDM2) unu ero ¢apmarieBTHYecku mpuemiieMoi comu. B omHOM BapuaHTe
ocymecteieHus, MPN BbiOpaH W3 Tpymmbl, cOCTOsIINEH W3 HCTUHHOW mnomurmremun (PV),
Muenopudpo3a, MePBUIHOTO MUETOPUOPO3a, TPOMOOIIUTEMHH, CCEHLIUMATBHOM TPOMOOIUTEMUH
(ET), wungmonatmueckoro wmmenopudpos3a, cucTteMHOro Macronurosa (SM), XpoHHUYECKOH
HerrpopuibHoil nefikemun (CNL), muenomucractudeckoro cunapoma (MDS), cuctemuoro
3aboneBanusi Ty4HbIX KjeTok (SMCD). B omHOM BapuaHTe OCyIIeCTBIIEHUs, MUEIohuOpo3
BbIOpaH W3 TPYIIBI, COCTOsIEN u3 mepBudHOro Muenaodudposa (PMF), muenodudposa mocne
uctuHHOW mommuutemun (moct-PV. MF) u  mumenodubposa mocne 3cceHIMambHON
tpomboruremun (moct-ET MF). B omHOM BapraHTe OCYIIECTBIEHHUS, IEPBUYHBIA MUENTOPpHOpO3
(PMF) BeiOpan u3 rpymmel, coctosmed 3 npendudpoznoro PFM/PFM panneit cragun u PFM
BbIpaskeHHON (puOpo3Hoii cranun. B ogHOM BapuanTe ocymectsienus, MPN BbIOpaH U3 rpyImnmsl,
COCTOsALIEH M3 XpOHUUECKOH HelTpopuibHoH netikemun (CNL), XpoHHUECKOH 303MHOPHIBHON
JeWKeMUH, XPOHUUECKOH MuenomononurtapHoi neiikemru (CMML), aTHnuuHON XpOHHYECKON
muenounHon serikemun (aCML), roBeHmbHON MHenoMOHoONUTapHOU Jeiikemun (JMML),
runeps03uHopmIbHbIX cuaapoMmos (HES), u muenogucnnacrunyeckux/muenonpoiardepaTiBHbIX
HOBOOOpAa30BaHMIA C KOJIBLEBUAHBIME cuepobiacramu u Tpomobouutosom (MDS/MPN-RS-T). B
OZTHOM BapHaHTE OCYLIECTBJICHHS, NUCTHHHAS MOJUIUTEMHUS MTPEACTABIIAET COOOH 3aBHCUMYIO OT
($1ebOTOMUM HUCTHHHYI MOJMLUUTEMHIO. B OIHOM BapwaHTe OCYLIECTBIEHHsS, y 4YeJOBEKa
ONpeneNsAIoT  HemepeHocuMocTh  ruapokcumodennbl  (HU)  (Hempuemiemble  moOOYHBIE
a¢dexTrr). B omHOM BapuaHTE OCYIIECTBIIEHHS, YEJOBEUECKOrO CyOBeKTa OMPENeNsIOT Kak
HeBocnpuuM4MBOro k rugpokcumodesnne (HU) (neamexBaTHblil oTBeT). B omHOM BapuanTe
OCYILECTBIICHHSI, YEJIOBEUYECKUH CYyOBEKT CTpajaeT OT CIUIeHOMerajiuu. B omHOM BapHuaHTe
OCYIECTBIICHHSI, YEJIOBEUECKUN CYOBEKT CTPAAET OT CINIEHOMETAJINH U SIBIISIETCS 3aBUCUMBIM OT
¢neboromun. B ogHOM BapuaHTe OCYIIECTBIEHHS, YEJIOBEUECKUI CYOBEKT SBISIETCS 3aBUCUMBIM
or ¢nedoromun 0Oe3 cruieHOMerajiud. B OIHOM BapHWaHTe OCYILIECTBICHHS, 4YEJOBEK HE
BOCTIPHMMYHB K TE€PAINUU pyKCOMUTHHNOOM. HeynauHast repanust pyKCOIUTHHHOOM BKITFOYAET, HO
HE OrpaHNYUBAeTCs, (1) OTCYTCTBUE CHIDKEHHUS TSKECTH WIN MporpeccupoBanus rodoro MPN y
YeJIOBeKa, MOJYYaromero pykconutunud, wiu (i1) perunus mrobdoro MPN y denmoBeka mocie
TEparuu PYKCONUTHHHOOM. B onHOM BapuaHTe OCYINECTBJICHUS HEyJAuHas Teparnus
PYKCOIUTHHUOOM TPENCTABIISIET COOOH OTCYTCTBHUE CHIKEHUS TSKECTH WM MPOTPECCHPOBAHUS
aroboro MPN y genoBeka, Mojydaromero pykcoauTuHud. B oqHOM BapuaHTe OCYIIECTBICHUS

Hey/a4yHasi Tepanusi pyKCOJIUTHHUOOM mpencTaBiseT co0oi peuunus modoro MPN y uenoseka



13

1ocjae Tepanuu pykconuTuHHOOM. B omHOM BapmanTe ocymectBieHus, uHruonrop MDM2
npeacrasisier coboit coemmnenue ¢opmyael (I) mmu ¢opmynsr (II). B omHOM BapmanTe
ocyuecTsieHust, Hruonrop MDM?2 BeiOpan u3 rpymnibl, cocrosieii coequaenus: popmysl (1),
dopmyasr (IT), RG7388, Tpunronmna, HDM201, RG7112, CGM097A, CGM0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaneBTHUeCKH NIpUeMIIeMbIX coseil. B ofmHOM BapuaHTe OCYIIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHenus Gopmyinsl (I), dopmynsr (ID),
RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmanieBTHUECKU PUEMIIEMBIX COJIEH.

[59] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
neuernss MPN, BKIIIOYAOIIEMY CTAaJWI0 BBEICHHUS HYKIAOIIEMYCsS YeJOBEKY WHIHOUTOpA
rOMOJIOra MBIIIUHOTO JBOMHOTO MHUKpobenka 2 (MDM?2), rne narudurop MDM2 npencrasinsier
coboti coenurenne Gopmysl (I) numu Gopmynsr (II) wmu ero dpapManeBTHUECKH MPUEMIIEMYIO
coib, B KoTropoM MPN BbIOpaH M3 TPYIIBL, COCTOALIEH W3 UCTUHHOW mnoiuuutemun (PV),
muenopudbposa u sccerHnunanbHoi TpomboruTemun (ET). B omHOM BapuaHTe OCyIIEeCTBIIEHUS,
UCTUHHAS TOJNULMTEMUs] TIPEICTAaBISIET CO0OM 3aBUCHUMYyK0 OT (pieGOTOMUM HCTHHHYIO
NOJMLUTEMHIO. B OTHOM BapuaHTe OCYIIECTBIEHHS, YEIOBEUECKOTr0 CyObEKTa OMPENEIOT KaKk
CTPAJAIOLIET0 OT HENMEePeHOCUMOCTH ruapokcuMoueBuHbl (I'M) (HempuemieMble MOOOUYHBIE
s¢dexTrr). B omHOM BapuaHTE OCYIIECTBJICHHS, YEJIOBEUECKOro CyOBeKTa OMPEenelsioT Kak
HeBocnpuuMunuBoro k rugpokcumouesnne (HU) (neanexBaTtHblil oTBeT). B omHOM BapmanTe
OCYILECTBIICHHSI, YENOBEUYECKUH CyOBEKT CTpajaeT OT CIuleHoMeraiuu. B omHOM BapuaHTe
OCYLIECTBJICHHSI, YEJIOBEK CTPAAeT OT CIICHOMETaJnu U SIBJISIETCS 3aBHCUMBIM OT (piieGoToMum.
B omHOM BapuaHTe OCYINECTBJICHUS, YEJIOBEYECKHH CYOBEKT SIBISIETCS 3aBUCHMBIM OT
¢nedoromun Oe3 crimeHoMeranuu. B ogHOM BapuaHTe OCYIIECTBJICHUS, YEJIOBEUECKHH CyOBEKT
MOTepIIeN HeyAady ¢ MPEeAMECTBYIOMEH Tepanueil pyKCOTUTUHUOOM.

[60] Hacrositiee n3o0peTeHne Takke OTHOCUTCA K criocoOy nedenust MPN (MPN-BP) B
OnmacTHO# (hase, BKIIIOYANOIIEMY CTAIMIO BBEOCHHS HYXXAAIOLIEMYCsl YEJOBEKYy HHIrHOUTOpa
rOMOJIOra MBIIIMHOTO ABOWHOro wMmukpodenka 2 (MDM2) wnm ero (¢apmaneBTHUECKH
npuemiieMoii conu. B oqHoM BapuanTe ocymectsieHus, MPN-BP BbiOpaH u3 rpymnmsl, coctosimei
U3 MCTHHHON mnomuuutemun OnactHol ¢asel (BP-PV), mumenopubpoza OnactHoit assl,
nepBU4HOTO Muenodguodposa OxactHON (asel, TpomOoHTEMUH OJACTHON (ha3bl, 3CCEHIHATBHON
tpomOonmremun Onactaoit ¢azel (BP-ET), unnonaruueckoro muenodpudposa OmactHo (assi,
cHCTEMHOro Macronuro3a omactHoit ¢asel (BP-SM), xpoHudeckoit HeHTpopHIbHON JTeHKeMUun
onactroit ¢aszer (BP-CNL), Muenonucmiactiuueckoro cuaapoma omactHor ¢assl (BP-MDS) u
CHCTEMHOIO 3a00NIeBaHMs TYYHBIX KieTok OnactHoi (asel (BP-SMCD). B ogHOM BapuanTe
OCyIIeCTBIIEHHsI, MUeN0puOpo3 O6acTHOM (a3pl BEIOPAH U3 TPYIIIBL, COCTOSIIEH U3 MEPBUYHOTO
muenopudposa OmactHoit ¢asel (BP-PMF), muenopubposza mocie UCTHHHON MOJULUTEMUH
onmactHoi ¢asbl (BP-moct-PV MF), u muenodgubposza mocie 3cCeHUUATBHON TPOMOOLUTEMUH

OonmactHoit ¢aspl (BP-moct-ET MF). B oagHOM BapuaHTe OCYILIECTBIECHUs, NEPBUYHBIN
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muenopudpos dnactHoi ¢assl (BP-PMF) BeiOpan u3 rpymmbl, cocTosmei u3 npendudpo3Horo
PMF/PMF panneii craguu OnactHoi ¢assel 1 PMF BeipaskeHHO#M uOpo3HOU cTanuu O1acTHOU
¢daspl. B omnom Bapmanrte ocymectsieHus, MPN-BP BriOpaH u3 rpymnmbl, cocTosined u3
XpoHHUYeckod HelTpodumpHON Jedikemun OnactHoit  ¢asel  (BP-CNL), xponuueckoi
503MHOMMIBbHON JielikeMuH OnacTHOM (ha3bl, XPOHHUECKOH MHEIOMOHOLIMTAPHOH JIeHKeMUH
6nactHoi ¢assl (BP-CMML), aTunnyHON XpOHUYECKOH MUEIOMIHOH JeHkeMun OJ1acTHOH (ha3bl
(BP-aCML), OBEeHWIbHOH MHEJIOMOHOLMTAPHON Jselikemun OnactHoit (assl (BP-JMML),
THIEPI03UHOPUITBHBIX CUH/IPOMOB OnacTHOM (azbl (BP-HES), u
MUEIOANCTUIACTHUECKUX/MUETONponndepaTuBHbIX  HOBOOOpa3oBaHuil  OjacTHOW  (a3el €
KOJIbLIEBUIHBIMU cuaepobnactamu u TpoMooruTozoM (BP-MDS/MPN-RS-T). B onHoM BapuanTe
OCYIIECTBIICHHsI, UCTHHHAS TIOJHLUTEMHsI ONAaCTHOHN (ha3bl MPEACTABISIET COOOH 3aBHCUMYIO OT
(1eboTOMUM HCTHHHYIO MOJMLIUTEMHIO. B OIHOM BapwaHTe OCYLIECTBIEHHsS, y 4YeJNIOBEKa
ONpeNeNsIoT  HemepeHocuMocTh  rupgpokcumodenabl  (HU)  (mempuemiemble  moOOYHBIE
s¢dexTrr). B omHOM BapuaHTe OCYIIECTBIICHHS, YEJOBEUECKOrO CyOBEKTa OMPENeNsIOT Kak
HeBocnpuuMunBOro k rugpokcumouesnne (HU) (neanmexBaTtHblil oTBeT). B omHOM BapmanTe
OCYILECTBIICHHSI, YENOBEUYECKUH CYyOBEKT CTpajaeT OT CIUleHOMerajiuu. B omHOM BapuaHTe
OCYILECTBIIEHHSI, YEJIOBEUECKUN CYOBEKT CTPAAET OT CINIEHOMETJINH U SIBIISIETCS 3aBUCUMBIM OT
¢neboromun. B ogHOM BapuaHTe OCYIIECTBIEHHSI, YEJIOBEUECKUH CYOBEKT SBISIETCS 32aBUCUMBIM
or ¢nedoromun 0Oe3 cruieHOMerajaud. B OIHOM BapWaHTe OCYIIECTBIECHHS, 4YEJIOBEK HE
BOCTIPMMMYHB K TE€PANuu pykconuTuanoOoM. Heynaunast repanus pyKCOIUTHHHOOM BKIIFOYAET, HO
HE OrpaHUYUBaeTCs, (1) OTCYTCTBHE CHIDKEHUS TSKECTU WU TporpeccupoBanust modoro MPN y
YeJIoBeKa, MOJYYaroLero pykconmuTunud, wiu (i1) peaunus groboro MPN y denmoBeka mocie
Tepanmuu pPyKCONMUTHHHOOM. B oOmHOM BapuaHTe OCYIIECTBIEHHs, HEyJadHas Teparus
PYKCOTUTUHUOOM HPEACTABISIET COOOH OTCYTCTBHE CHIDKEHMS TSKECTH HMJIH IPOrPECCUPOBAHUS
moboro MPN-BP y uenoseka, nojy4aromero pykconuTHHuO. B oHOM BapuaHTe OCyIIeCTBICHHS
HeyJa4Has Tepamnusi PYKCOJIUTUHUOOM TMpeacTaBisieT coboil penuaus Jirodboro MPN-BP vy
YeJIOBeKa IMOCe Teparuu PyKCOIUTUHUOOM. B OIHOM BapuaHTe OCYLIECTBICHMS, WHTHOUTOP
MDM2 npeacrapnsieT coboii coenunenue Gopmyst (I) wmu dopmyssr (I1). B onHOM Bapuante
ocyiecTBieHust, THruouTop MDM?2 BriOpan U3 rpymibl, cocrosieii coequaenus: popmysl (1),
dopmyasl (IT), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrtnuHa-3, HyT/iuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaueBTUYECKH MNPUEMIIEMbIX coOjieil. B OINHOM BapuaHTe OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux dQapmaneBTudecku mpUeMIIEMbIX coneil. B omHOM BapuanTe
ocyecTsieHust, ”Hruourop MDM2 BBOAST B 1O3UPOBKE, BBIOPAHHON U3 IPYIIIBI, COCTOSIIEH 13
15 mr oguH pa3 B AeHb, 25 Mr oguH pa3 B AeHb, 30 Mr OuH pa3 B AeHb, 50 Mr OJIUH pa3 B [€Hb,
60 Mr oMH pa3 B A€Hb, /5 MI OAUH pa3 B eHb, 90 Mr oauH pa3 B AeHb, 100 Mr oguH pa3s B I€Hb,

120 mr oguH pa3 B aenb, 150 Mr oguH pa3 B aeHb, 175 mMr onuH pas B AeHb, 180 Mr onuH pas B
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nenb, 200 Mr oauH pas B I€Hb, 225 Mr OAuH pa3 B 1eHb, 240 Mr oauH pa3 B aeHb, 250 Mr oauH
pa3 B neHb, 275 Mr oauH pas B AeHb, 300 Mr onuH pa3 B A€Hb, 325 MI OIUH pa3 B AeHb, 350 mr
OZMH pa3 B AeHb, 360 Mr oauH pa3 B AeHb, 375 Mr oauH pa3 B AeHb, 480 Mr oauH pa3 B A€Hb, 15
MT JBa pa3 B IeHb, 25 MT 11Ba pa3 B AeHb, 30 Mr ABa pa3 B 1eHb, SO Mr 1Ba pa3 B AeHb, 60 Mr aBa
pas B AeHb, 75 Mr 1Ba pa3 B eHb, 90 mr aBa pa3s B AeHb, 100 mr aBa pas B neHp, 120 Mr 18a pas B
nenb, 150 Mr aBa pa3 B geHb, 175 Mr aBa pa3 B genb, 180 mr asa pa3 B neHb, 200 Mr aBa pas B
NeHb, 225 Mr 1Ba pa3 B AeHb, 240 Mr niBa pa3 B eHb, 250 Mr n1Ba pa3 B eHb, 275 Mr aBa pas B
nenb, 300 Mr niBa pa3 B IeHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr nBa pa3 B AeHb, U 480 Mr ABa pa3 B AeHb. B 01HOM BapuaHTe OCYLIECTBJIEHUS,
uHruoburop MDM2 BBOmAT uyenoBeKy corjacHo mnaparpady “JIO3MPOBKHM U PEKUMBI
TO3UPOBAHUS .

[61] B omHOM BapuaHTe OCyUIECTBJICHHS, MHUEIO(UOPO3 BBHIOPAH U3 MEPBUYHOIO
muenopudbposza (PMF), muenodpudbposa mocne wuctuHHON mnomunutemun (noct-PV. MF) u
muenodudposa nocne scceHmanbHoN Tpomboruremun (moct-ET MF).

[62] B omHOM BapuwaHTe OCYUIECTBJICHHUS, MHUEIO(UOPO3 BBHIOpPAH U3 MEPBUYHOTO
muenopudbposza (PMF), muenodpudbposa mocne wuctuHHON mnomunutemun (noct-PV MF) u
muenodudposa mocine scceHnnambHON TpomOonuTemuu (roct-ET MF), u yenoseky He nmomoria
Tepanus pykcomutuauoom s nederns PMF, moct-PV MF wmm noct ET MF.

[63] B onHom Bapumante ocyuectsienus, MPN xapakrepusyerca CALR wmyrtauueit
(KanpeTuKyJIMH, pacroJIONeHHbIH B XpoMocoMme 19p13,2), kak onucano B Massie, et al., N Engl J.
Med. 2013, 25: 2379-2390 u BKIIIOYEHO B HACTOsIIIEe U300PETEHNE C TTIOMOLIBIO CCBUTKUA BO BCEH
CBOEH IOJIHOTE.

[64] B omHom BapuanTte ocymectBieHus, MPN xapakrepusyercas MPL wmyrtauueit
(OHKOTeH BHpYyCa, BBI3BIBAIOLIETO MHEJIONPOIH(EPATUBHYIO JIEHKEMHIO, PACIIONOKEHHBIN B
xpomocome 1p34), kak onucano B Pikman, et al., Plos Med. 2006; 3(7):€270 u BKJIFOUYEHO B
HacTosilee U300peTeHre C MOMOIIBIO CChIJIKH BO BCEH CBOEH MOJHOTE.

[65] B onrOM BapuanTe ocymectierusi, MPN xapakrepuzyercs JAK2V617F myTtanumeii.
JAK2V617F mpencraBnsier coOoii  (YHKIMOHAJBHYK) MYTaLUK, CHOCOOCTBYSI LIMTOKHUH-
HE3aBUCHMOMY pocty MUEJIOUAHBIX KJIETOK u COCTaBJIsIE€T OOJIBIIUHCTBO
muenonpoiudeparuBabix HoBooOpazosanuii (MPN), kak onucano B Nakatake et al (Oncogene,
2012, 31, 1323-1333) 1 BKIIFOUYEHO B HACTOsALIEE N300pETEHHE C MOMOIIBIO CCBUIKH BO BCEH CBOEH
MOJIHOTE.

[66] B omHom BapuanTe ocymectsieHus, MPN xapakTtepusyeTcsi ogHOW wiu Ooee
MyTaLVsIMH, BBIOpaHHBIMU U3 rpymmbl, cocrosimeii u3 JAK2V617F, MPL, CALR u ux cmecu.

[67] B onHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEeHHE OTHOCHTCS K CTIOCO0Y
neyeHnss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOPBIH BKIIOYAET CTAIUI BBEACHUS
YKa3aHHOMY YeJIOBEKY TeparneBTHuecKu 3PP eKTUBHOTO KondecTBa nHruonTopa MDM2 uiu ero
(dapMaLeBTHYECKU MTPUEMIIEMON cod, Te nHruouTop MDM2 npencrasisier coOol CoequHeHNe
dopmynsl (I) nmm popmyast (II).

[68] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHNE OTHOCHTCS K CTIOCO0Y
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naeyeHnss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOPBIH BKIIOYAET CTAIUIO0 BBEACHUS
YKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3PP eKTHBHOTO KoniecTsa nHruonTopa MDM?2 umu ero
bapmareBTHIECKH NPHEMIIEMON conu, rae uHruourop MDM2 BeIOpaH U3 IpymIbl, COCTOSIIEN
coenunenus popmyiel (1), popmyinsr (II), RG7388, Tpuntomina, HDM201, RG7112, CGMO097A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO899%4, nytauna-3,
HyTJIMHa-3a, HyTIuHa-3b, cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH! TPUEMIIEMBIX COJIEH.

[69] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsIIEE H300PETEHHE OTHOCUTCS K CTIOCO0Y
JedeHuss UCTHHHOW mojmuutemun (PV) y uenoBeka, KOTOPBIH BKJIOYAET CTAUI BBEIACHUS
YKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3P PEeKTUBHOIO KondyecTBa HHrHouTopa MDM2 uju ero
(apManeBTHYECKH NPUEMIIEMOH COoH, TAe HHruouTop MDM2 BeIOpaH U3 TpymIbl, COCTOSIIEN
coenunenus popmyasl (1), popmynsr (II), RG7388, HDM201, RG7112, CGMO097A, CGMO0970B,
SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmareBTHYeCKH MPUEMIIEMbIX
COJIEH.

[70] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEeHHE OTHOCHTCS K CTIOCO0Y
nedeHus dcceHnuanbHON TpomOoumtemun (ET) y yenoBeka, KOTOPBIA BKIIOYAET CTAIHIO
BBEJICHUS YKA3aHHOMY HYEJIOBEKY TepaneBTHUECKH 3(PQPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papManeBTHYECKH MPUEMIIEMON conu, rae uHruoutop MDM?2 npencrasisier
coboti coenunenne popmydsl (1) unu popmyner (I1).

[71] B ogHOM BapuaHTe OCYLIECTBIICHHUS, HACTOALIEE U300OPETEHIE OTHOCHTCS K CTIOCO0Y
neueHus: scceHnuanbHON TpomOoumtemun (ET) y uenoBeka, KOTOpBIH BKIIOYAET CTAIHIO
BBEICHUS YKA3aHHOMY 4YEJIOBEKY TepaneBTHUeCKH 3(PQPEeKTUBHOrO KOJMYECTBA HHTrUOUTOpA
MDM?2 unu ero ¢apManeBTHYeCKu NpuemyieMoil coiu, rae uHruourop MDM2 BeiOpan u3
rpynmsl, cocrosimei coenunenust popmyast (I), dopmyiner (II), RG7388, Tpunronmuna, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaieBTHUYECKU MPUEMIIEMbIX
COJIEH.

[72] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
neueHus dcceHnuanbHOl TpomOoumtemun (ET) y dyenoBeka, KOTOPBIA BKJIIOYAET CTAIHUIO
BBEJICHUSl YKA3aHHOMY 4YEJIOBEKY TepareBTHUECKH 3(PQPEKTUBHOIO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmManeBTHYECKH NpUeMIeMOi conu, rae uHruourop MDM?2 BeiOpan u3
rpymmel, coctosimen coenuaenus: dopmynsl (I), dopmynsr (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
bapManeBTHIECKH MPHEMIIEMBIX COJIEH.

[73] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUsT TEePBUYHOro Muenopudposa y 4YenoBeKa, KOTOPbIH BKIIOYAET CTAAHMI0 BBEICHUS
YKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3P PeKTHBHOrO KondecTsa nHruouTopa MDM2 umu ero

(dapMaLeBTHYECKH MTPUEMIIEMO cor, Te nHruouTop MDM2 npencrasisier coOoi coequHeHne

dopmynsl (I) nmm popmyast (II).



17

[74] B ogHOM BapuaHTe OCYLIECTBIICHUSI, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUs. TEePBUYHOro Muenopudposa y dYenoBeKa, KOTOPbIH BKIIOYAET CTAAMIO BBEIEHUS
yKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3PPeKTUBHOTO KonndiecTsa nHruonTopa MDM2 umu ero
bapmareBTHIECKH NPUEMIIEMON conu, Tae uHruourop MDM2 BeIOpaH U3 rpymIbl, COCTOSIIEN
coenunenus popmyiel (1), popmyinsr (II), RG7388, Tpuntomina, HDM201, RG7112, CGMO097A,
CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, HyTiuHa-3,
HyTJIMHA-3a, HyTIuHa-3b, cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmMarieBTU4eCKH MPHUEMJIIEMbIX COJICH.

[75] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsIIEE H300PETEHHE OTHOCUTCS K CTIOCO0Y
JICYeHHsT TEePBUYHOrO Mueaopudpo3a y 4YesoBeKa, KOTOPbIH BKIIIOYAET CTAJHMI0 BBEICHUS
YKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3PP EeKTUBHOTO KondecTBa HHrHouTopa MDM?2 uju ero
(bapmMaeBTHYECKH NPUEMIIEMOH COoH, TAe HHruouTop MDM2 BeIOpaH U3 TpymIbl, COCTOSIIEN
coenunenus popmyisl (1), popmynsr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B,
SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmareBTHUECKH MPUEMIIEMbIX
COJIEH.

[76] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEeHHE OTHOCHTCS K CTIOCO0Y
neueHnss Muenopudposa nocne ucTHHHON nommuuremuu (noct-PV MF) y denoBeka, KOTOpBIi
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOIO KOJINIECTBA
uHruouropa MDM?2 wmnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruounrop MDM2
npencrasisier codoit coequrerne Gopmysl (1) wiu popmynsr (I1).

[77] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHNE OTHOCHTCS K CTIOCO0Y
neueHns Muenopudposa nocne ucTuHHOM nomuuuremuu (noct-PV MF) y denoseka, KOTOpbIit
BKJIFOYAET CTa/IUI0 BBEACHUS YKa3aHHOMY 4Y€JIOBEKY TepaneBTHUeCKH 3((PEKTUBHOIO KOJINIECTBA
urruouropa MDM2 wnu ero ¢apmareBTHUecKyn NpueMieMol coiu, rae MHruourop MDM?2
BBIOpaH U3 Ipynsbl, cocrosimeit coennnerus Gopmydsl (I), popmymsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[78] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
neueHns Muenopudpos3a nmocne ucTHHHON noymuuremuu (noct-PV MF) y genoBeka, KOTOpBId
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY YEJIOBEKY TepaneBTHYECKH 3((PEKTUBHOTO KOJINIECTBA
uHruOuTopa MDM2 wnu ero ¢apManeBTUYECKH MPUEMIIEMON cojiu, rae uHruourop MDM?2
BbIOpaH U3 rpymIel, cocTosmei coenqunerus ¢popmyasl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH MPHEMIIEMbIX COJIEH.

[79] B onHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE N300OPETEHHE OTHOCHTCS K CTIOCO0Y
neueHns muenopudpoza mocne scceHuuanbHo TpomboruTemun (noct-ET MF) y denosexa,
KOTODBIN BKJIFOYAET CTaJUI0 BBEIEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3(PPEeKTHBHOTO

konudecTsa uHruoOuropa MDM2 unu ero papmaneBTuiecku NprUeMIIEMOI COJH, I'7ie UHTHOUTOP
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MDM2 npencragisier coboit coenunenue ¢popmyisl (I) mmm dpopmyasr (I1).

[80] B ogHOM BapuaHTe OCYLIECTBIICHHUSI, HACTOAIIEE N300OPETEHIE OTHOCHTCS K CTIOCO0Y
neuenus: muenodudpoza mocne scceHnnanbHoi TpomboruTemun (oct-ET MF) y denosexka,
KOTOPBIN BKJIFOYAET CTaJUI0 BBEIEHUS YKa3aHHOMY YeJIOBEKY TepaneBTHUECKH 3(PQPEeKTHBHOIO
KoJsruecTBa MHrHOMTOpa MDM2 mu ero ¢papmManeBTHUECKH PUEMIIEMON COJHU, TAe HHIHOUTOP
MDM?2 BbiOpan u3 rpynmsl, cocrosimeid coenuHeHus: Gopmyast (I), dopmynsr (II), RG7388,
tpunroniuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmManeBTH4YeCKH
MIPUEMJIIEMBIX COJIEH.

[81] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300OPETEHHE OTHOCUTCS K CTIOCO0Y
neuenus: muenodudpoza mocne scceHnuanbHoi TpomboruTemun (oct-ET MF) y denoseka,
KOTOPBII BKJIFOYAET CTAJUI0 BBENEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3P PEeKTHBHOTO
KonmdecTBa HHruOUTOpa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I71€ HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosimei coenuHenus Gopmyasl (1), dopmynsr (1), RG7388,
HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-
1601 n nx papmaLeBTHUECKH PUEMIIEMBIX COJIET.

[82] B ogHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEHIE OTHOCHTCS K CTIOCO0Y
JeueHus: XpoHudeckoi HehrpodmiapHOU Jneiikemun (CNL) y uenoBeka, KOTOPBIA BKIIOYAET
CTaJUI0O BBEJIEHMS YKAa3aHHOMY 4YeJIOBEKY TepamneBTudecku 5((eKTuBHOro KonndecTsa
uHruouropa MDM?2 unu ero ¢apMaineBTHYECKH NMpUEMIIEMON conu, rae uHruourop MDM2
npenctasisier codoit coenurerne Gopmysl (1) wiu popmynsr (1),

[83] B oqHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pEeTEeHHEe OTHOCUTCS K CIIOCO0yY
JeueHuss XpoHuueckoi HehtpoduabHOl nefikemun (CNL) y dyenmoBeka, KOTOPBIA BKJIFOYAET
CTQAMIO BBEJCHUS YKAa3aHHOMY UYeJIOBEKYy TepameBTHYeCKH 3(P(PEKTHBHOTO KOJIMYECTBA
uHruouropa MDM?2 wnu ero ¢apMaleBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM2
BbIOpaH U3 rpynimsl, cocrosimeii coenunenus Gopmydsl (1), hopmyier (IT), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux papmaneBTu4ecku
MIPUEMIIEMBIX COJIEH.

[84] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEeHHE OTHOCHTCS K CTIOCO0Y
JeueHus: XpoHudeckoil HehrtpoduiapHOU neiikemun (CNL) y uenoBeka, KOTOPBIA BKIIOYAET
CTaquI0O BBEICHHMS YKAa3aHHOMY 4YeJIOBEKY TepamneBTH4eckd 3(dekTuBHOro KonndecTsa
uHruouropa MDM?2 wmnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM?2
BbIOpaH U3 rpymiel, coctosmen coequnerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapmManeBTHIECKH IPHEMIIEMbIX COJIEH.

[85] B ogHOM BapuaHTe OCYLIECTBIICHHUS, HACTOALIEE U300OPETEHIE OTHOCHTCS K CTIOCO0Y

JIEYeHUs] XPOHUYECKOH 303MHO(PUIBHON JIEHKEMHH Yy 4YeJIOBEKa, KOTOPBIH BKIIOYAET CTAIUIO
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BBEICHUS YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PQPEeKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papMaLeBTHUECKH MPUEMIIEMON conu, rae uHruoutop MDM?2 npencrasisier
coboti coenunenne popmydel (1) unu popmyner (I1).

[86] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEeHHE OTHOCUTCS K CTIOCO0Y
JIeYeHUs] XPOHUYECKON 303MHOPUIBHON JIeHKEMHUH Yy 4YeJIOBEKa, KOTOPBIH BKIIOUYAET CTAIUIO
BBEJICHHUs YKA3aHHOMY 4YeJIOBEKY TepaneBTH4ecku 3(P(eKTHBHOro KoJIu4ecTBa HMHIHOMTOpA
MDM?2 unmu ero ¢apManeBTHUecKu NpuemyieMoil coiu, rae uHruourop MDM?2 BeIiOpan u3
rpymmsl, coctositeit coenunerus Gopmyel (I), popmynst (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTInHA-3b, cepnemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaieBTHUYECKU MNPUEMIIEMbIX
coJien.

[87] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JEUSHUsT XPOHUYECKOH 303MHO(PMIBHON JIEHKEMHH y YeJOBEKa, KOTOPBIH BKIFOYAET CTAIUIO
BBEICHUSI YKA3aHHOMY 4YEJIOBEKY TEepaneBTHUECKH 3(PQPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpymmsl, coctosimen coenuaenust dopmynsl (I), popmynsr (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
bapmaneBTHIECKH MPHEMIIEMbIX COJIEH.

[88] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300OPETEHIE OTHOCHTCS K CTIOCO0Y
JeUeHUss XPOHUUYECKOW wmuensoMoHormrapHoit neiikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTa/IUI0 BBEACHUS YKa3aHHOMY 4Y€JIOBEKY TepaneBTHUeCKH 3((PEKTUBHOIO KOJINIECTBA
uHruouropa MDM2 wnu ero ¢apmaneBTHUECKH NpUEMIIEMON coiH, rae MHruourop MDM?2
npezacrasisier coboii coenunenue Gopmydsi (1) wiu Gopmysnsr (I1).

[89] B oqHOM BapHaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pETeHHEe OTHOCUTCS K CIIOCO0yY
JIeYeHHsT XPOHUUECKOW MuesoMoHormTapuoit nefikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHYECKH 3(P(PEKTUBHOTO KOJIUIECTBA
uHruouropa MDM?2 wmiu ero ¢apManeBTHYECKH NMPUEMIIEMOH coyiu, rae uHruourop MDM?2
BbIOpaH U3 rpynmsl, cocrosimei coenuHenus Gopmydsl (1), popmyier (IT), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HytiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[90] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHHE OTHOCHTCS K CTIOCO0Y
JeUeHUsT XPOHUYECKOW MmuesoMoHormTapHoi nefikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOIO KOJINIECTBA
uHruouropa MDM?2 mnu ero ¢apManeBTHYECKH NPUEMIIEMON conu, rae uHruourop MDM2
BbIOpaH U3 rpymniel, coctosmei coequnenus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux

(hapMaLeBTHYECKU MIPUEMIIEMBIX COJICH.



20

[91] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300OPETEHIE OTHOCHTCS K CTIOCO0Y
JeUeHUsT aTHIUYHON XpoHMYeckoil MuenonpgHoW neiikemun (aCML) y uenoBeka, KOTOpPBIH
BKJIFOYAET CTa/IUI0 BBEACHUS YKA3aHHOMY UY€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOIO KOJINIECTBA
uHruouropa MDM?2 unu ero ¢apmMaineBTHUECKH NMpUEMIIEMON conu, rae uHruourop MDM2
npezacrtasysier coboii coenunenue Gopmydsl (1) wiu Gopmymnsr (I1).

[92] B oqHOM BapHaHTe OCYLIECTBJICHHUS, HACTOSIIEE H300pEeTeHHEe OTHOCUTCS K CIIOCO0y
JICYSHHsT ATHITUYHON XpOHM4YecKoil MmuenoungHou nefikemun (aCML) y desnoBeka, KOTOPBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY UY€JIOBEKY TepaneBTHYECKH S(P(PEKTUBHOTO KOJIUYECTBA
uHruouropa MDM?2 wnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM2
BBIOpaH U3 rpynmsl, cocrosimeii coenunenus Gopmydsl (1), hopmyier (IT), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH

MIPUEMIIEMBIX COJIEH.

RO8994, wytnuua-3, HymmHa-3a, HymmHa-3b, cepaemerana, NSC59984,

[93] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JeUeHHUsT aTHIUYHON XpOHWYeckoil MmuenonpgHod nefikemun (aCML) y denoBeka, KOTOPBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOTO KOJINIECTBA
uHruouropa MDM?2 wmnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM2
BbIOpaH U3 rpymniel, coctosmei coequnenus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmMareBTHIECKH IPUEMIIEMbIX COJIEH.

[94] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHHE OTHOCUTCS K CTIOCO0Y
JIeUeHHsl FOBEHIJIbHON MHueJIoMoHonuTapHoil nefikemunt (JMML) y uenoBeka, KOTOPbIi BKIFOYAET
CTaAMIO BBEICHUS YKAa3aHHOMY UYeJIOBEKY TepameBTHYeCKH J(P(PEKTHBHOTO KOJIMYECTBA
urruouropa MDM2 wnu ero ¢dapmaneBTHdecKku npueMiaeMon coiu, rae HHruourop MDM?2
npenctassier codoit coenurerue Gopmybl (1) wu popmyisl (I1).

[95] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JICYSHHS] FOBEHWJIbHOW MHUEJIOMOHOIMTapHO tefikemunt (JMML) y uenoBeka, KOTOPbIi BKIIFOYAET
CTaqUI0 BBEICHHS YKA3aHHOMY 4YeJIOBEKY TepamneBTH4ecku d(GekTHBHOrO KoJudecTBa
uHruouropa MDM?2 wmiu ero ¢apManeBTHYECKH NMPUEMIIEMOH conu, rae uHruourop MDM?2
BBIOpaH U3 Tpynisl, cocrosimei coenuHenus Gopmydsl (1), hopmyier (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH

MIPUEMJIIEMBIX COJIEH.

RO8994, wytnuHa-3, HymmHa-3a, HymmHa-3b, cepaemerana, NSC59984,

[96] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300OPETEeHHE OTHOCHTCS K CTIOCO0Y
JIeYeHHs] FOBEHIIBHON MHUEJIOMOHOIUTapHO tefikemunt (JMML) y uenoBeka, KOTOPBIi BKIFOYAET
CTaquI0O BBEJEHHMS YKAa3aHHOMY 4YeJIOBEKY TepamneBTudeckd 5((eKTuBHOro KonndecTsa
uHruouropa MDM?2 unu ero ¢apmMarneBTHUECKH NpUEeMIIEMON conu, rae uHruourop MDM2

BbIOpaH U3 rpymnmel, cocrosumei coequnerus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
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RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmareBTHIECKH IPHEMIIEMbIX COJIEH.

[97] B ogHOM BapuaHTe OCYLIECTBJICHHUS, HACTOALIEE N300PETEeHNE OTHOCHTCS K CTIOCO0Y
neueHus runep’o3uHoPuIbHEIX cuHApoMmoB (HES) y uenoBeka, KOTOpBII BKIFOYAET CTaaUIO
BBEJICHHUs YKA3aHHOMY 4YeJIOBEKY TepaneBTU4ecku 3(PQekTHBHOro KoaudyecTBa HMHIUOMTOpA
MDM?2 unu ero apmaneBTH4YeCKH NpuemiieMoi conu, rae naruonrop MDM?2 mpencrasniser
coboii coenunenne Gopmys! (I) mmu popmysnsr (1II).

[98] B ogHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE H300PETEHHE OTHOCUTCS K CTIOCO0Y
JedeHus runep’o3uHOPIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOpPBIH BKIFOYAET CTAIUIO
BBEJICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpueMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpyImmel, cocrosmeit coenunerus Gopmyiel (I), popmynst (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUEMIIEMbIX
coJien.

[99] B onHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JeueHns runep’o3uHOPrIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOpPBI BKIFOYAET CTAIUIO
BBEICHUS YKA3aHHOMY 4YEJIOBEKY TepareBTHUECKH 3(PQPEeKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpymmsl, cocrosimed coenuHenus: dopmynsl (I), popmynsr (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
(bapmMareBTHIECKH NPUEMJIIEMbIX COJIEH.

[100] B onHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIIEeE M300pETeHHE OTHOCUTCS K CIIOCO0Y
JIeUeHUs MHEJIOANCILIACTUYECKIX/MUETIONPOIH(epaTUBHBIX HOBOOOpa3oBaHUN c
KOJIbLIEBUIHBIMU cHepobiactamu U Tpomborurozom (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHYECKH 3(P(PEKTUBHOTO KOJIUIECTBA
uHruouropa MDM?2 wmiu ero ¢apManeBTHYECKH NMPUEMIIEMOH coyiu, rae uHruourop MDM?2
npenctasisier codoit coenurerue Gopmybl (1) wiu popmynsl (I1).

[101] B omHOM BapuaHTe OCYIIECTBJICHUSI, HACTOSIIEEe U300PETEHHE OTHOCUTCS K CIIOCO0Y
JICUCHHUSI MUEIOANCILIACTHYECKUX/MUETONTPOTH(EepaTUBHBIX HOBOOOpa3oBaHUH v
KOJIbLIEBUIHBIMU cHepodiactamu U Tpomborurozom (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY YEJIOBEKY TepaneBTHUECKH 3((PEKTUBHOTO KOJINIECTBA
uHruouropa MDM?2 wmnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM2
BBIOpaH U3 Tpynmsl, cocrosimeii coenuHenns Gopmydsl (1), popmyaer (II), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnmuna-3, HymimHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[102] B omHOM BapuaHTe OCYLIECTBJICHUS, HACTOSIIEEe N300pETEHHEe OTHOCUTCSI K CIIOCO0Y
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JICUECHUSI MUEJIOANCIUIACTHYECKUX/MUEIONPOTH(epaTUBHBIX HOBOOOpa3oBaHUH c
KOJIbLIEBUAHBIMU cHzepoOiactamu U TpomborurozoM (MDS/MPN-RS-T) y uenoseka, KOTOpbIit
BKJIFOYAET CTa/IUI0 BBEACHUS YKA3aHHOMY UY€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOIO KOJINIECTBA
uHruouropa MDM?2 unu ero ¢apmMaineBTHUECKH NMpUEMIIEMON conu, rae uHruourop MDM2
BbIOpaH U3 rpymnmel, cocrosuei coequnenus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmaLeBTHYECKH TPUEMIIEMBIX COJIEH.

[103] B omHOM BapuaHTe OCYLIECTBJICHUsI, HACTOsIIIIEEe U300PETEHHE OTHOCUTCS K CIIOCO0Y
neueHuss MPN y uenoBeka, KOTOpBIM BKJIIOYAeT CTAAUI0 BBEACHUS YKAa3aHHOMY YeJOBEKY
TepaneBTHUeCKH 3P dexTruBHOrO KommuecTBa uHruOuTopa MDM2 wnu ero ¢apmaneBTudecku
NPUEMJIEMOH COJIH, B TO3MPOBKE, BBIOPAHHON U3 TPYIIIBL, COCTOSAIIEH U3 15 Mr oMH pa3 B A€Hb,
25 Mr oauH pas B AeHb, 30 Mr OiuH pa3 B AeHb, SO Mr OIUH pa3 B IeHb, 60 Mr OMH pa3 B JICHb,
75 Mr oauH pas B AeHb, 90 Mr oauH pas3 B AeHb, 100 Mr oauH pas B eHb, 120 Mr OAuH pa3 B €Hb,
150 mr oquH pa3 B aens, 175 mr oquH pas B aeHb, 180 mr onuH pas B AeHb, 200 Mr onuH pas B
IeHb, 225 Mr oauH pa3 B AeHb, 240 Mr oguH pa3 B IeHb, 250 Mr OJiMH pa3 B A€Hb, 275 Mr OUH
pa3 B neHb, 300 Mr onuH pas B A€Hb, 325 Mr OAHH Pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 mr
OZIMH pa3 B €Hb, 375 Mr OAUH pa3 B AeHb, 480 Mr onuH pa3 B AeHb, 15 Mr 1Ba pas B I€Hb, 25 Mr
1Ba pa3 B feHb, 30 Mr aBa pa3 B AeHb, SO Mr Ba pa3 B AeHb, 60 Mr 1Ba pa3 B IeHb, 75 MI Ba pa3
B AeHb, 90 mr aBa pa3 B nenp, 100 Mr nBa pas B aeHb, 120 mr aBsa pas B nesb, 150 Mr nBa pas B
neHb, 175 mr nBa pa3 B nenb, 180 mr aBa pas B nenp, 200 mr ABa pa3 B AeHb, 225 Mr 1Ba pa3 B
nenb, 240 Mr nBa pas B neHb, 250 Mr ABa pa3 B neHb, 275 Mr ABa pa3 B AeHb, 300 mr 1Ba pas B
neHb, 325 Mr n1Ba pa3 B eHb, 350 Mr ABa pa3 B aeHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pa3 B
nenb, 1 480 mr aBa pa3 B AeHb. B omHOM BapuanTe ocyinectsienusi, MPN BrIOpaH U3 rpymimsbl,
cocTositeid U3 ucTUHHON mosymuuremun (PV), muenopubposa, mepBuuHOro Muenodpuodposa,
TpomboruTemMun, scceHuuanbioi Tpomboruremun (ET), mamonatuyeckoro muenodudposa,
cucreMHoro Macrouutroza (SM), xponumueckod HedtpodunbHOW jeiikemun (CNL),
muenonuciiactudeckoro cuaapoma (MDS) u cucremHoro 3a0oneBaHHs TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCYIIECTBIIEHUS, MUETOPUOPO3 BHIOPAH U3 TPYIIIbI, COCTOSIIEH U3
nepsudHOro Muesnopudposa (PMF), muenopudposa nocne UCTUHHON nojunuteMun (moct-PV
MF) u muenodudposa nocie scceHmanbHon Tpomdormremut (moct-ET MF). B onHoM Bapuante
OCYIIECTBIIEHHsI, NepBUYHbIA Muenopudbpo3 (PMF) BeiOpaH H3 Trpymmbl, COCTOSIIEH U3
npendudposnoro PMF/PMF panneii ctanuu u PMF BoipaskeHHOM (pubpo3HOi cranuu. B onHom
BapuaHTte ocymectBieHus, MPN BpIOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHMYECKOH
HelrpopunbHoit nefikemun (CNL), XpoHHUECKOW 303MHOMMIBHON JIEHKEMHH, XPOHUYECKON
mMuesnoMoHoruTapHoi selikemun (CMML), aTUTUYHON XPOHHUYECKOW MHUENOHIHOW JIeHKeMHUn
(aCML), roBeHmnbHOW MHenoMoHonUTapHOH Jeiikemun (JMML), rumnep303MHOQUIBHBIX
cuaapomo (HES), u muenomucmiacTiueckux/MueaonpondpepaTiBHbBIX HOBOOOpPA30OBaHUH C
KOJIBIIEBUIHBIME cruaepobmactamu u TpombounuTozom (MDS/MPN-RS-T).

[104] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEEe N300pETEHHEe OTHOCUTCS K CIIOCOOY

neyeHuss MPN y 4yenoBeka, KOTOPBIM BKJIIOYAET CTAAUI0 BBEICHUS YKAa3aHHOMY 4YeEJOBEKY
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TepaneBTHUeCKH 3P dekTuBHOrO KommuecTBa uHruoOuTopa MDM2 wnu ero ¢apmaneBTudecku
NPUEMIIEMOH COJH, B JO3HUPOBKE, BBIOPAHHON U3 TPYIIIBI, COCTOAIIEH U3 15 Mr oguH pa3 B A€Hb,
25 Mr oauH pas B AeHb, 30 Mr oguH pa3 B AeHb, SO Mr ouH pa3 B AeHb, 60 Mr OMH pas3 B JICHb,
75 Mr oauH pas B AeHb, 90 Mr oauH pas3 B AeHb, 100 mr oguH pas B ieHb, 120 Mr oauH pas B I€Hb,
150 mr onuH pa3 B AeHb, 175 Mr oguH pa3 B AeHb, 180 mr onuH pa3 B AeHb, 200 Mr oguH pas B
JeHb, 225 MI OJUH pa3 B AeHb, 240 Mr oauH pa3 B IeHb, 250 Mr ONUH pa3 B AeHb, 275 MI OJUH
pa3 B aeHb, 300 Mr oguH pa3 B IeHb, 325 Mr OUH pa3 B AeHb, 350 Mr oguH pas B AeHb, 360 mMr
OJIMH pa3 B JI€Hb, 375 Mr OAWH pa3 B AeHb, 480 Mr onuH pa3 B A€Hb, 15 Mr 1Ba pas B IeHb, 25 MI
1Ba pa3 B feHb, 30 Mr Ba pa3 B AeHb, SO Mr 11Ba pa3 B AeHb, 60 MI 1Ba pa3 B IeHb, 75 MI 1Ba pa3
B AeHb, 90 mr aBa pa3 B neHb, 100 Mr nBa pas B AeHb, 120 mr aBa pa3 B neHb, 150 Mr nBa pas B
neHb, 175 Mr nBa pa3 B neHb, 180 mr aBa pa3 B neHb, 200 mr ABa pa3 B AeHb, 225 Mr 1Ba pa3 B
nenb, 240 Mr nBa pas B IeHb, 250 Mr ABa pa3 B AeHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
IeHb, 325 Mr niBa pa3 B eHb, 350 Mr ABa pa3 B neHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pas B
nenb, 1 480 mr nBa pa3 B neHb, rae MPN BbIOpaH M3 IpymIbl, COCTOSIIEH W3 WCTUHHON
nonuuutemun (PV), nepsuanoro muenodguodposa u scceHnnaibaoil Tpombonuremun (ET).

[105] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe U300PETEHHE OTHOCUTCS K CIIOCO0Y
nedenuss MPN y d4enoBeka, KOTOpPBIA BKJIIOYAET CTAAUI) BBEACHUS YKA3aHHOMY 4YEJIOBEKY
TepaneBTHUeCKH 3P dekTHBHOrO KommuecTsa uHruoOutTopa MDM2 win ero ¢apmaneBTHdecku
NPUEMIIEMOH COJIH, B JO3MPOBKE, BBIOPAHHON U3 TPYIIIBL, COCTOSAIIEH U3 15 Mr oauH pa3 B A€Hb,
25 Mr oauH pas B AeHb, 30 Mr ouH pa3 B AeHb, SO Mr olMH pa3 B AeHb, 60 Mr OAMH pa3 B JICHbD,
75 Mr oauH pas B AeHb, 90 Mr oauH pas3 B AeHb, 100 mr oguH pas B ieHb, 120 Mr oauH pas B I€Hb,
150 mr oguH pa3 B aenb, 175 mr oguH pa3 B aeHb, 180 mr onuH pa3 B aeHb, 200 Mr oauH pas B
NieHb, 225 Mr OfMH pa3 B AeHb, 240 Mr onuH pa3 B AeHb, 250 Mr OIUH pa3 B A€Hb, 275 MI OIUH
pa3 B aesb, 300 Mr oguH pa3 B IeHb, 325 Mr OUH pa3 B AeHb, 350 Mr oguH pas B AeHb, 360 mMr
OJIUH pa3 B AeHb, 375 MI OAuH pa3 B AeHb, 480 Mr onuH pa3 B eHb, 15 Mr 1Ba pa3 B A€Hb, 25 MI
1Ba pa3 B feHb, 30 Mr iBa pa3 B AeHb, SO Mr 11Ba pa3 B AeHb, 60 MI 1Ba pa3 B IeHb, 75 MI 1Ba pa3
B AeHb, 90 mr aBa pa3 B neHb, 100 Mr nBa pas B AeHb, 120 mMr aBa pa3 B neHb, 150 Mr nBa pas B
neHb, 175 mr nBa pa3 B nesb, 180 mr aBa pa3 B nedb, 200 mMr ABa pa3 B AeHb, 225 MT 1Ba pa3 B
nenb, 240 Mr nBa pa3 B IeHb, 250 Mr ABa pa3 B AeHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
IeHb, 325 Mr 1iBa pa3 B eHb, 350 Mr ABa pa3 B aeHb, 360 Mr ABa pa3 B A€Hb, 375 Mr 1Ba pa3 B
nenb, 1 480 Mr aBa pas B aeHb, rae MPN BbIOpaH W3 IPyIIbL, COCTOSIIEH M3 XPOHHYECKOH
HerrpopunbHoil nefikemun (CNL), XpoHHUYECKOW 303MHOMMIBHONW JIEHKEMHH, XPOHUYECKON
mMuesnoMoHoruTapHoi selikemun (CMML), aTUIMYHON XPOHHUYECKOW MHUENOHIHOW JIeHKeMHUn
(aCML), roBeHmnbHOH MHenoMoHonUTapHOH Jneiikemun (JMML), runep303MHOQUIBHBIX
cunapomoB (HES), u muenomucmiacTHueckux/Mueonpon(pepaTiBHbBIX HOBOOOpPA30OBaHUH C
KOJIbIIEBUIHBIME cruaepobdiactamu u TpombonnuTozom (MDS/MPN-RS-T).

[106] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEE N300PETEHIEe OTHOCUTCSI K CIIOCO0Y
neyeHnss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOpBIH BKIIOYAET CTAIUK0 BBEACHUS
yKa3aHHOMY YeJIOBEKY TeparneBTHuecku 3PeKkTHBHOTO KondecTsa nHruouTopa MDM2 umu ero

bapmareBTHIECKH IPUEMIIEMOH COJIH, B JO3UPOBKE, BHIOPAHHOHN U3 IPYIMIIBL, COCTOALIEH U3 15 Mr
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OZIMH pas3 B I€Hb, 25 MI OAWH pa3 B AeHb, 30 Mr ouH pa3 B AeHb, SO Mr OUH pa3 B AeHb, 60 Mr
OIIMH pa3 B A€Hb, 75 Mr OfMH pa3 B AeHb, 90 mr oauH pa3 B aeHb, 100 mr onuH pas B AeHb, 120 mr
OIIMH pa3 B IeHb, 150 Mr oguH pa3s B feHb, 175 mr onuH pas B neHb, 180 mr oquH pas B nens, 200
M OJIUH pa3 B A€Hb, 225 Mr OJUH pa3 B AeHb, 240 Mr OUH pa3 B eHb, 250 MI OIUH pa3 B J€Hb,
275 mr onuH pas B AeHb, 300 Mr oiMH pa3 B AieHb, 325 MI OAMH pa3 B AeHb, 350 MIr OAUH pa3 B
AeHb, 360 Mr ouH pa3 B AeHb, 375 Mr OuH pa3 B AeHb, 480 Mr ouH pa3 B IeHb, 15 Mr 1Ba pa3 B
IeHb, 25 MT ABa pa3 B AeHb, 30 Mr ABa pa3 B feHb, 50 Mr 1Ba pa3 B AeHb, 60 Mr ABa pa3 B A€Hb, 75
MT J1Ba pa3 B AeHb, 90 Mr aBa pa3 B naeHb, 100 mMr aBa pas B neHb, 120 mr aBa pa3 B aeHb, 150 mr
1Ba pa3 B AeHb, 175 Mr nBa pa3 B aeHb, 180 mr nBa pa3 B neHb, 200 Mr ABa pa3 B IeHb, 225 Mr 1Ba
pa3 B neHb, 240 mr nBa pa3 B IeHb, 250 Mr Ba pa3 B AeHb, 275 Mr 1Ba pa3 B eHb, 300 mr aBa pas
B JIeHb, 325 Mr ABa pa3 B aeHb, 350 Mr ABa pas B eHb, 360 Mr 1Ba pa3 B Ae€Hb, 375 Mr 1Ba pa3 B
neHb, 1 480 Mr 1Ba pa3 B ICHb.

[107] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe U300pETEHIE OTHOCUTCS K CIIOCO0Y
JeYeHHUsT TIEPBUYHOrO Muenopudpo3a y 4YeNoBeKa, KOTOPbIH BKIIIOYAET CTAAHMI0 BBEICHUS
yYKa3aHHOMY YeJIOBEKY TeparneBTHuecKu 3 ¢PEeKTUBHOTrO KondecTBa nHrHonropa MDM?2 unu ero
dapmMareBTHIECKH TPUEMIIEMOH COJIH, B JO3UPOBKE, BBIOPAHHOH U3 TPYMITBL, COCTOSALIESH U3 15 Mr
OZIMH pa3 B IeHb, 25 MI OAWH pa3 B AeHb, 30 Mr ouH pa3 B AeHb, SO Mr OUH pa3 B AeHb, 60 Mr
OIIMH pa3 B A€Hb, 75 Mr ofuH pa3 B AeHb, 90 mr oauH pa3 B aeHb, 100 mr onuH pas B aeHb, 120 mr
OIMH pa3 B IeHb, 150 Mr oguH pa3s B geHb, 175 mr onuH pas B neHb, 180 mr oquH pas B nens, 200
M OJIMH pa3 B A€Hb, 225 Mr OuH pa3 B AeHb, 240 Mr OnUH pa3 B AeHb, 250 MI OIUH pa3 B [EHb,
275 mr onuH pas B AeHb, 300 Mr onuH pa3 B AeHb, 325 Mr OAMH pa3 B AeHb, 350 Mr OAuH pas3 B
neHb, 360 Mr onuH pa3 B IeHb, 375 Mr OAMH pa3 B AeHb, 480 Mr OfuH pa3 B AeHb, 15 Mr 1Ba pas B
NeHb, 25 Mr aBa pa3 B AeHb, 30 Mr aBa pas B IeHb, S0 Mr 71Ba pa3 B AeHb, 60 Mr aBa pa3 B IeHb, 75
M J1Ba pa3 B JieHb, 90 Mr nBa pa3 B AeHb, 100 mr 1Ba pas B AeHb, 120 Mr aBa pas B AeHb, 150 Mr
7Ba pa3 B AieHb, 175 Mr f1Ba pa3 B AeHb, 180 mr nBa pa3 B aeHb, 200 mr ABa pa3 B A€Hb, 225 Mr 1Ba
pa3 B neHb, 240 mr aBa pa3 B ieHb, 250 Mr Ba pa3 B AeHb, 275 Mr Ba pa3 B ieHb, 300 mr 1Ba pas
B JIeHb, 325 mr ABa pas B neHb, 350 Mr ABa pas B eHb, 360 Mr 1Ba pa3 B IeHb, 375 Mr Ba pa3 B
neHb, 1 480 Mr 1Ba pa3 B JI€Hb.

[108] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEe U300PETEHHE OTHOCUTCS K CIIOCO0Y
neueHns Muenaopudpos3a nocne uCTHHHON nommuuremuu (noct-PV MF) y genoBeka, KOTOpBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHYECKH 3((PEKTUBHOTO KOJINIECTBA
uHruouropa MDM2 i ero ¢papMaleBTHYECKH IPUEMIIEMOI COJTH, B JO3UPOBKE, BEIOPAHHON M3
IPYIIbL, COCTOALLEH U3 15 Mr OAMH pa3 B AeHb, 25 MI OAMH pa3 B AeHb, 30 MI OZIUH pa3 B JICHb,
50 mr onuH pa3 B aeHb, 60 MI OMH pa3 B IeHb, /5 MI OAWH pa3 B AeHb, 90 Mr OIMH pa3 B ACHD,
100 mr oguH pa3 B aensb, 120 mMr oguH pa3 B AeHb, 150 Mr onuH pas B AeHb, 175 Mr onuH pas B
nesb, 180 Mr oguH pas B neHb, 200 Mr oguH pas B IeHb, 225 Mr OJMH pa3 B AeHb, 240 Mr oauH
pa3 B neHb, 250 Mr onuH pas B AeHb, 275 Mr OnuH pa3 B AeHb, 300 Mr onuH pa3 B Ae€Hb, 325 Mr
OZMH pa3 B JIeHb, 350 Mr oauH pa3 B IeHb, 360 Mr OMH pa3 B A€Hb, 375 Mr OAUH pa3 B AeHb, 480
MTI OJIMH pa3 B A€Hb, 15 Mr ABa pa3 B IeHb, 25 Mr ABa pa3 B AeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa

pa3 B IeHb, 60 Mr 11Ba pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 Mr nBa pas B AeHb, 100 Mr aBa pas B
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nenb, 120 Mr nBa pa3 B nesb, 150 mr aBa pa3 B neHb, 175 mr aAsa pa3 B AeHb, 180 mr nBa pas B
nenb, 200 Mr n1Ba pas B IeHb, 225 Mr ABa pa3 B AeHb, 240 mr ABa pa3 B AeHb, 250 Mr 1Ba pas B
neHb, 275 Mr nBa pa3 B aeHb, 300 Mr ABa pa3 B neHb, 325 mr ABa pa3 B AeHb, 350 mMr 1Ba pas B
neHb, 360 mr nBa pa3 B ieHb, 375 Mr 1Ba pa3 B IeHb, U 480 Mr 1Ba pa3 B ICHb.

[109] B onHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEeE M300pETeHNE OTHOCUTCS K CITOCO0Y
neueHuss muenopudbpoza mocie dcceHuuanbHoit TpomboruTemun (noct-ET MF) y denosexa,
KOTOPBIM BKJIFOYAET CTaJUI0 BBENEHUS YKa3aHHOMY YEJIOBEKY TepameBTHYECKH 3P PEeKTUBHOTO
KonnvecTBa uHruOuropa MDM2 unu ero (hapmMaueBTHYECKH MPUEMIIEMON COJIM, B JO3UPOBKE,
BBIOPAHHOM M3 FPYIIIIbI, COCTOSIIEH U3 15 Mr OfMH pa3 B IeHb, 25 MI OJIUH pa3 B IeHb, 30 Mr ofuH
pa3 B aeHb, SO Mr oauH pas B 1eHb, 60 Mr OIMH pa3 B A€Hb, 75 Mr OJIUH pa3 B eHb, 90 MI OUH
pa3 B neHb, 100 Mr onuH pas B geHb, 120 Mr onuH pas B AeHb, 150 mMr onuH pas B AeHb, 175 mr
OMH pa3 B ieHb, 180 Mr onuH pa3 B AeHb, 200 Mr OiMH pa3 B A€Hb, 225 MI OAUH pa3 B Ae¢Hb, 240
MTI OAWH pa3 B JIeHb, 250 Mr oauH pa3 B IeHb, 275 Mr ouH pa3 B AeHb, 300 Mr OMH pa3 B A€Hb,
325 Mr oguH pas B AeHb, 350 Mr oguH pas B AeHb, 360 Mr OUH pa3 B A€Hb, 375 MI OIMH Pa3 B
neHb, 480 Mr oAauH pas3 B €Hb, 15 Mr Ba pa3 B A€Hb, 25 MI ABa pa3 B A¢Hb, 30 Mr 1Ba pa3 B I€Hb,
50 mr nBa pa3 B neHb, 60 Mr 1Ba pa3 B A€Hb, 75 MT ABa pa3 B AeHb, 90 Mr ABa pa3 B aeHb, 100 mr
nBa pas B AeHb, 120 Mr 1Ba pa3 B aeHb, 150 mr nBa pa3 B neHb, 175 mr aBa pa3 B 1eHb, 180 mr nBa
pa3 B nenb, 200 mr aBa pas B IeHb, 225 Mr 1Ba pa3 B AeHb, 240 Mr nBa pas B eHb, 250 mr aBa pas
B IeHb, 275 mr aBa pa3 B aeHb, 300 mr ABa pas B 1eHb, 325 mr nBa pa3 B aAeHb, 350 Mr aBa pas B
neHb, 360 Mr 1Ba pa3 B IeHb, 375 Mr aBa pa3 B aeHb, U 480 mr BID .

[110] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEEe N300pETEHIEe OTHOCUTCSI K CIIOCOOY
neueHus: scceHnuanbHON TpomOoumremun (ET) y uyenoBeka, KOTOpBIH BKIIOYAET CTAIHIO
BBEICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero (apManieBTH4ECKH MPUEMIIEMOH COJM, B JO3UPOBKE, BBIOPAHHOW W3 IPYIIIHL,
cocrosien u3 15 Mr oguH pas B ieHb, 25 MI OJIUH pa3 B IeHb, 30 MI OMH pa3 B A€Hb, SO MI OAMH
pa3 B neHb, 60 Mr o1MH pa3 B A€Hb, 75 MT OJMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr onuH
pa3 B neHb, 120 Mr oauH pas3 B AeHb, 150 Mr onuH pas B AeHb, 175 mr onuH pas B AeHb, 180 mr
OUH pa3 B ieHb, 200 Mr oiMH pa3 B IeHb, 225 MI OJIMH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250
MTI OAIMH pa3 B JIeHb, 275 Mr oauH pa3 B feHb, 300 Mr OIUH pa3 B A€Hb, 325 MI OIMH pa3 B J€Hb,
350 mMr oauH pa3 B neHb, 360 Mr oivH pa3 B A€Hb, 375 Mr OAuH pa3 B AeHb, 480 Mr oMH pa3 B
IeHb, 15 Mr aBa pas B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr ABa pa3 B 1eHb, SO Mr 1Ba pa3 B AeHb, 60
MT JIBa pa3 B J€Hb, 75 Mr aBa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 mr nBa pa3 B AeHb, 120 mr
1Ba pas B AeHb, 150 Mr 1Ba pa3 B AeHb, 175 Mr nBa pa3 B aeHb, 180 mr aBa pa3 B nenb, 200 mr nBa
pa3 B neHb, 225 Mr aBa pas B 1eHb, 240 mr nBa pas B aeHb, 250 Mr 1Ba pas B IeHb, 275 Mr 1Ba pas
B neHb, 300 mr ABa pa3 B AeHb, 325 Mr ABa pa3 B AeHb, 350 Mr nBa pa3 B AeHb, 360 Mr aBa pas B
neHb, 375 Mr 1Ba pa3 B eHb, U 480 Mr 1Ba pa3 B ACHb.

[111] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe N300PETEHIE OTHOCUTCSI K CIIOCOOY
nedeHuss MPN y 4enoBeka, KOTOPBIM BKJIIOYAET CTAAWI0 BBEICHUS YKAa3aHHOMY YeEJOBEKY
TepaneBTHYeCKH 3 (HEKTHBHOTO KOJIMYECTBA KOMIIO3HIINHU, CoAepKkaliei nHruonrop MDM2 wnu

ero (apMaleBTUYECKH IPUEMIIEMYIO COJIb, B TO3UPOBKE, BEIOPAHHON U3 TPYIIIbI, COCTOSIIEH 13
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15 Mr opuH pas B 1eHb, 25 MIr OAUH pa3 B AeHb, 30 Mr OMH pa3 B AeHb, SO Mr OJIUH pa3 B J€Hb,
60 Mr ouH pa3 B IeHb, /5 Mr OAUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oguH pas B I€Hb,
120 mr oguH pa3 B aenb, 150 mr oguH pa3 B aeHb, 175 mMr onuH pa3s B AeHb, 180 Mr onuH pas B
neHb, 200 Mr onuH pa3 B A€Hb, 225 Mr OIUH pa3 B AeHb, 240 Mr onuH pa3 B AeHb, 250 Mr oauH
pa3s B AeHb, 275 Mr oAuH pa3 B AeHb, 300 MI OIUH pa3 B A€Hb, 325 MI OJUH pa3 B A€Hb, 350 Mr
OJIUH pa3 B AeHb, 360 MIr OuH pa3 B €Hb, 375 MI OJUH pa3 B AeHb, 480 Mr OuH pa3 B A€Hb, 15
MT J1Ba pa3 B A€Hb, 25 MTI 1Ba pa3 B AcHb, 30 Mr 11Ba pa3 B feHb, 50 Mr ABa pa3 B AeHb, 60 Mr ABa
pas3 B AeHb, 75 Mr 11Ba pa3 B AeHb, 90 Mr aBa pa3 B AeHb, 100 Mr nBa pa3 B AeHb, 120 mr 1Ba pas B
nenb, 150 Mr nBa pa3 B neHb, 175 mr aBa pa3 B neHb, 180 mr aBa pa3 B AeHb, 200 mr 1Ba pas B
IeHb, 225 Mr niBa pa3 B JeHb, 240 Mr ABa pa3 B aeHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pa3 B
nenb, 300 Mr niBa pa3 B IeHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr aBa pas B ieHb, 1 480 Mr aBa pa3 B eHb. B ogHOM BapuaHTe ocymecrsienus, MPN
BBIOpaH M3 TPYIIBI, COCTOSIIENH U3 HCTUHHOW nojuiuremun (PV), muenodpudposa, nepBUUHOTO
muenodpudposa, TpombOormTemun, scceHuuanbHoi Tpombouutemun (ET), mamonmatmdeckoro
muenopudposa, cucteMHoro macrouuto3a (SM), XpOHHYECKOH HEUTPOPUIBHOW JEeHKeMHUH
(CNL), muenogucmiactudeckoro cuaapoma (MDS), cucreMHOro 3a00yieBaHUSI TYYHBIX KJIETOK
(SMCD). B opHOM BapuaHTe ocyluecTBieHus, uHruourop MDM2 mnpencrasnser coboit
coequHenne Gopmyisl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIECHUSI, HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmyasl (I), popmymnsr (II), RG7388,
tpunronauna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papmarneBTHIeCKH
npueMiIeMbIX cojiel. B omHOM BapuanTe ocyiiecTBieHust, HHrnOuTop MDM2 BBIOpaH U3 rpymibl,
cocrosimeit coequaenust popmydst (1), popmynsr (IT), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmauneBTHYECKH
npuUeMJIeMbIX cosiell. B omHOM BapuaHTe OCyINecTBiIeHUs, MUEIOpUOpPO3 BbIOpaH U3 TPYIIIIHL,
cocrosimeid w3 mepBu4yHOro muenopudpoza (PMF), wmmenopubposa mocne HMCTUHHON
nonuiutemun (noct-PV MF) u muesnodubposa nocie scceHuuanbHoi Tpomooruremun (moct-ET
MF). B onHOM BapuaHTe OCYIIECTBIICHUS, epBUUHbINA Muenodhuopo3 (PMF) BbiOpan u3 rpymisl,
cocrosiei 3 npeadudpozHoro PFM/PFM panneit cranuun u PFM BeipaxeHnHO# (uOpo3HOH
cranui. B omHOoM Bapuante ocymectsiaeHus, MPN BbiOpaH W3 Tpynmbl, COCTOSIIEH Wu3
xpoHnueckor HelTpodumpHON Jelikemun (CNL), xpoHuueckoil 303WHOMUIBHON JEeHKeMUH,
XPOHHYECKON MHeJIOMOHOIMTApHOH Jetikemun (CMML), aTunmunyHON XpOHUYECKOH MUEJIOUTHOM
nefikeMun (aCML), IOBEHUJIbHOM MHEJIOMOHOLIUTAPHON nelkeMun (JMML),
runep303uHopmIbHbIX cuHapoMoB (HES), n muenogucnnactnyeckux/MuenonpoiandepaTuBHbIX
HOBOOOPA30BaHMM € KOJBIEBUIHBIMU cuaepodiaactamu u Tpombonurozom (MDS/MPN-RS-T).
[112] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEE N300PETEHIEe OTHOCUTCSI K CIIOCO0Y
neueHuss MPN y uenoBeka, KOTOpBIM BKJIIOYAET CTAUI0 BBEACHUS YKA3aHHOMY YEJIOBEKY
TepaneBTHYeCKH 3 (HEKTHBHOTO KOJIMYECTBA KOMIIO3HIINHU, CoAepKkaliei nHruonrop MDM2 wnu

ero (apMaleBTUYECKH IPUEMIIEMYIO COJIb, B TO3UPOBKE, BEIOPAHHON U3 TPYIIIbI, COCTOSIIEH 13
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15 Mr opuH pas B 1eHb, 25 MIr OAUH pa3 B AeHb, 30 Mr OMH pa3 B AeHb, SO Mr OJIUH pa3 B J€Hb,
60 Mr ouH pa3 B IeHb, /5 Mr OAUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oguH pas B I€Hb,
120 mr oguH pa3 B aenb, 150 mr oguH pa3 B aeHb, 175 mMr onuH pa3s B AeHb, 180 Mr onuH pas B
neHb, 200 Mr onuH pa3 B A€Hb, 225 Mr OIUH pa3 B AeHb, 240 Mr onuH pa3 B AeHb, 250 Mr oauH
pa3s B AeHb, 275 Mr oAuH pa3 B AeHb, 300 MI OIUH pa3 B A€Hb, 325 MI OJUH pa3 B A€Hb, 350 Mr
OJIUH pa3 B AeHb, 360 MIr OuH pa3 B €Hb, 375 MI OJUH pa3 B AeHb, 480 Mr OuH pa3 B A€Hb, 15
MT J1Ba pa3 B A€Hb, 25 MTI 1Ba pa3 B AcHb, 30 Mr 11Ba pa3 B feHb, 50 Mr ABa pa3 B AeHb, 60 Mr ABa
pas3 B AeHb, 75 Mr 11Ba pa3 B AeHb, 90 Mr aBa pa3 B AeHb, 100 Mr nBa pa3 B AeHb, 120 mr 1Ba pas B
nenb, 150 Mr nBa pa3 B neHb, 175 mr aBa pa3 B neHb, 180 mr aBa pa3 B AeHb, 200 mr 1Ba pas B
IeHb, 225 Mr niBa pa3 B JeHb, 240 Mr ABa pa3 B aeHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pa3 B
nenb, 300 Mr niBa pa3 B IeHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr aBa pas B ieHb, 1 480 Mr aBa pa3 B eHb. B ogHOM BapuaHTe ocymecrsienus, MPN
BbIOpaH W3 TPYNONbL, COCTOsIer w3 ucTUHHOW mnomuuutemun (PV), wmwmenodudposa wu
scceHunanbHOM TpomOoruremun (ET). B onHoM BapuaHTe ocyiiecTsierus, tHruourop MDM?2
npenctaBisier coboit coemuHenue Gopmynsl () wim ¢dopmyner (II). B omnom BapuaHTe
ocyecTsieHust, ”Hruontop MDM2 BriOpan u3 rpymrbl, cocrosimeii coenuaenus popmysl (1),
dopmysl (II), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux QapmaneBTHYECKH NpPUEMIIEMbIX coilell. B OmHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coenuHerus popmyinsl (I), opmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u wux dQapmaneTudecku mpueMiIeMbIx coseil. B omHom Bapuanre
OCyIIeCTBIIeHHsI, MIeI0(UOPO3 BHIOPAH U3 TPYIIbI, COCTOALICH U3 MePBUUHOTO MHUenohudposa
(PMF), muenodpudposa nocie uctuaHou nomuuutemun (noct-PV MF) u muenodubposa nocne
scceHuManbHON Tpombommremun (noct-ET MF). B ogHOM BapuaHTe OCYIIECTBJICHUS,
nepBu4HbIil  Muenopudpo3 (PMF) BeiOpan u3 rpynmbl, cocrosimedi u3 npendudpo3HOro
PFM/PFM panneii cranuun u PFM BbeipaxenHoit ¢ubpo3noii cragmu. B omHOM BapuaHTte
ocywmecteieHns, MPN BbiOpaH M3 Tpymmbl, COCTOSINEH W3 XPOHUYECKOH HEHTpodHIbHON
nevikemuu (CNL), XpoHHYECKOU 303MHOPUITBHOM JIEHKEMUH, X POHUYECKOH MUEJIOMOHOLIUTAPHOH
neiikemun (CMML), arunmano#t XpoHudeckoil muenonaHoi jneiikemun (aCML), roBEHIIIbHON
MuesnoMoHoruTapHoi neiikemun (JMML), runepsosunodripHbeix curapomos (HES), u
MHEJIOTUCTIACTUYECKUX/MUENIONPOTU(EPAaTUBHBIX ~ HOBOOOPA30BaHUH C  KOJBLEBHIHBIMHU
cunepodiacramu u TpomdoruTozom (MDS/MPN-RS-T).

[113] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEE N300PETEHHE OTHOCUTCS K CIIOCO0Y
neyeHnss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOPBIH BKIIOYAET CTAIUI BBEACHUS
YKa3aHHOMY Y€JIOBEKY TepaneBTUYeCKH 3(PPEeKTHBHOTO KOJIMYEeCTBa KOMITIO3ULIMH, COEp KaIiei
uHruourop MDM?2 mnu ero hapmManeBTHUECKU NIPUEMIIEMYIO COJIb, B TO3UPOBKE, BHIOPAHHOH 13
IPYIIbI, COCTOALIEH U3 15 Mr OAMH pa3 B AeHb, 25 Mr OAMH pa3 B AeHb, 30 MI OJIUH pa3 B JIE€Hb,

50 mr onuH pa3 B aeHb, 60 MI OMH pa3 B I€Hb, /5 MI OAUH pa3 B AeHb, 90 MI OUH pa3 B ACHB,
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100 mr oguH pa3 B aenb, 120 Mr oguH pa3 B AeHb, 150 Mr onuH pas B AeHb, 175 Mr onuH pas B
nesb, 180 Mr oguH pas B neHb, 200 Mr oguH pas B IeHb, 225 Mr OJUH pa3 B AeHb, 240 Mr oauH
pa3 B neHb, 250 Mr onMH pas B AeHb, 275 Mr OnMH pa3 B AeHb, 300 Mr OnuH pa3 B A€Hb, 325 Mr
OZIMH pa3 B IeHb, 350 Mr oauH pa3 B IeHb, 360 Mr OMH pa3 B A€Hb, 375 Mr OAUH pa3 B AeHb, 480
MT OZIMH Pa3 B JIeHb, 15 Mr 1Ba pa3 B A€Hb, 25 Mr 1Ba pa3 B AeHb, 30 Mr ABa pa3 B AeHb, 50 MT ABa
pas B eHb, 60 Mr 1Ba pa3 B ieHb, 75 MT 1Ba pa3 B AeHb, 90 Mr aBa pas B AeHb, 100 mr aBa pas B
neHb, 120 Mr nBa pas B aeHb, 150 Mr nBa pa3 B neHb, 175 mr nBa pa3 B nesb, 180 mr aBa pas B
nenb, 200 Mr niBa pa3 B IeHb, 225 Mr ABa pa3 B AeHb, 240 mr ABa pa3 B AeHb, 250 Mr 1Ba pas B
JeHb, 275 Mr nBa pa3 B neHb, 300 Mr ABa pa3 B 1eHb, 325 Mr ABa pa3 B AeHb, 350 Mr 1Ba pas B
neHb, 360 mr a1Ba pas B IeHb, 375 Mr ABa pa3 B AeHb, U 480 Mr ABa pa3 B 1eHb. B ogHOM BapuaHTe
ocywectBieHus, uHruourop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyner (II). B omHoM BapuaHTe ocyuiecTBieHusi, nHruOutop MDM?2 BbIOpaH M3 TPYIIIIBI,
cocrositei coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO097A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJIMHA-3, HyT/IIMHA-3a, HyTnHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmareBTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTE OCYIIEeCTBJIEHHs, MHruOutop MDM2 BeIOpaH W3 TPYNIBI, COCTOSILIEH COCTMHEHUS
dopmysl (1), popmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (papmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[114] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEEe N300PETEHIEe OTHOCUTCSI K CIIOCOOY
JeYeHUs TMepBUYHOro Muenopudposa y dUenoBeKa, KOTOPbIH BKIIOYAET CTAAMI0 BBEIEHUS
YKa3aHHOMY YeJIOBEKY TepaneBTH4eCKH 3(PPeKTUBHOrO KOJIMYeCTBa KOMIIO3UIMU, COEp Kaliei
uHrnourop MDM2 mnu ero ¢papManeBTHYECKH MPUEMIIEMYIO COJIb, B TO3UPOBKE, BEIOPAHHOW U3
IPYMNIbL, COCTOSIIEN U3 15 Mr OiMH pa3 B A€Hb, 25 MI OAMH pa3 B AeHb, 30 MI OJUH pa3 B JI€Hb,
50 mr oguH pa3 B AeHb, 60 Mr OAMH pa3 B A€Hb, 75 MI OAUH pa3 B AeHb, 90 MI OAUH Pa3 B J€Hb,
100 mr oguH pa3 B aeHb, 120 Mr oguH pa3 B AeHb, 150 Mr onuH pa3 B AeHb, 175 Mr onuH pas B
nenb, 180 Mr oguH pa3 B neHb, 200 Mr ouH pa3 B IeHb, 225 Mr OJIMH pa3 B AeHb, 240 Mr oauH
pa3 B neHb, 250 Mr oauH pas3 B AeHb, 275 Mr OnuH pa3 B AeHb, 300 Mr onuH pa3s B AeHb, 325 mMr
OZIMH pa3 B JIeHb, 350 Mr ouH pa3 B eHb, 360 Mr OJIMH pa3 B A€Hb, 375 MI OAUH pa3 B AeHb, 480
MT OJIMH pa3 B A€Hb, 15 Mr ABa pa3 B IeHb, 25 Mr ABa pa3 B AeHb, 30 Mr 11Ba pa3 B AeHb, SO Mr ABa
pa3 B IeHb, 60 Mr n1Ba pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 mr nBa pas B AeHb, 100 Mr aBa pas B
nenb, 120 Mr nBa pa3 B neHb, 150 mr aBa pa3 B neHb, 175 mr Asa pa3 B AeHb, 180 mr nBa pas B
nenb, 200 Mr nBa pa3 B IeHb, 225 Mr ABa pa3 B AeHb, 240 mr ABa pa3 B AeHb, 250 Mr 1Ba pas B
neHb, 275 Mr nBa pa3 B aeHb, 300 Mr ABa pa3 B nAeHb, 325 Mr ABa pa3 B AeHb, 350 Mr 1Ba pas B
neHb, 360 mr aBa pas B eHb, 375 Mr ABa pa3 B AeHb, U 480 Mr aBa pa3 B 1eHb. B ogHOM BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynst (I) wmm
dopmyner (II). B omHom BapmanTe ocyuiectBieHusi, nHruOutop MDM2 BbIOpaH U3 TPYIIIIBI,
cocrositen coenunenus: popmysl (I), popmynsr (II), RG7388, rpunronmuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJHHA-3, HyT/IWHA-3a, HyTMHa-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
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DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmarnesTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTe OCYyIIeCTBIeHHs, MHruoutop MDM2 BbIOpaH W3 TPYNIbI, COCTOSALIEH COCTUHEHUS
dbopmysl (1), popmysl (IT), RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTHUECKH IPUEMIIEMBIX COJIEH.

[115] B onHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEeE M300pETeHNE OTHOCUTCS K CIIOCO0Y
aedeHust muenopubpos mocie uctTuHHOW monmunutemun (noct-PV MF) y uenoBeka, KOTOpBIit
BKJIFOYAET CTA/IMI0 BBEACHUSI YKA3aHHOMY UY€JIOBEKY TepaneBTHYECKH 3((EKTUBHOTO KOJINYECTBA
KOMITO3ULIUH, coaeprkamieid nHruourop MDM?2 uim ero gpapmarieBTU4eCcKu MpUeMIIEMYIO COJlb, B
JO3UPOBKE, BBIOPAHHOM M3 TPYIIIbI, COCTOSIINEH 13 15 MI OJIuH pa3 B A€Hb, 25 MI" OZIUH pa3 B JI€Hb,
30 mMr onuH pa3 B AeHb, S0 Mr oAuH pa3 B AeHb, 60 Mr OZIMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 mr oxnuH pas B AeHb, 100 Mr onuH pas B feHb, 120 Mr ouH pa3 B AeHb, 150 Mr oIUH pa3 B A€Hb,
175 mr onuH pa3 B aensb, 180 mr oguH pas B aeHb, 200 Mr OuH pa3 B A€Hb, 225 MI OIMH pa3 B
neHb, 240 Mr oauH pas B IeHb, 250 Mr OfuH pa3 B IeHb, 275 Mr ouH pa3 B aAeHb, 300 Mr oauH
pa3 B eHb, 325 Mr oAMH pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 Mr OnUH pa3 B AeHb, 375 Mr
OZMH pa3 B AeHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr aBa pa3 B ieHb, 30 Mr 1Ba
pa3 B AeHb, SO mr 1Ba pa3 B AeHb, 60 Mr ABa pa3 B eHb, 75 MTr 1Ba pa3 B ieHb, 90 Mr 1iBa pas B
nenb, 100 mr nBa pa3 B nesb, 120 mr aBa pa3 B neHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nesb, 180 mr nBa pas B nesb, 200 Mr ABa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr n1Ba pas B IeHb, 275 Mr ABa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pas B
neHb, 350 Mr aBa pas B AeHb, 360 Mr ABa pa3 B AeHb, 375 Mr ABa pas B 1eHb, U 480 Mr ABa pas B
neHb. B omHOM BapuaHTe ocyiiecTieHus, HHruoutop MDM2 npencrasisier coOoii coequHEeHNe
dbopmyel (I) mwiu popmyiel (II). B ogHOM Bapuante ocymecTsiaenus, uHruoOutop MDM?2 BeiOpan
u3 rpynnsl, cocrosimed coeauHenus ¢gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuHa-3, HymimHa-3a, HymimHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux papmManeBTH4YeCKH
npUeMIIEMBIX coJieil. B omHOM BapuaHTe ocyiecTBieHus1, THruoutop MDM?2 BbIOpaH U3 Ipymibl,
cocrositiet coenunenust popmyusl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmaneBTudecku
MIPUEMIIEMBIX COJIEH.

[116] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe U300OPETEHHE OTHOCUTCS K CIIOCOOY
neuenus: muenodudpoza mocne scceHnuanbHoi TpomboruTemun (oct-ET MF) y denoseka,
KOTOPBIA BKIIFOYAET CTAJUI0 BBEIEHUS YKA3aHHOMY 4YEJIOBEKY TeparmeBTH4ecKd 3()(eKTHBHOTO
KOJIMYEeCTBA KOMITO3MLMH, coxepskamell uaruoutop MDM2 wm ero ¢apManeBTHYECKH
NPUEMIIEMYIO COJIb, B IO3UPOBKE, BBIOPAHHOW M3 TPYIIIBL, COCTOsIIEH U3 15 Mr ouH pas B A€Hb,
25 Mr oauH pas B AeHb, 30 Mr ouH pa3 B AeHb, SO Mr OlUH pa3 B AeHb, 60 Mr OMH pa3 B JICHbD,
75 Mr oauH pas B AeHb, 90 Mr oauH pas3 B AeHb, 100 mr oauH pas B eHb, 120 Mr oauH pas B IE€Hb,
150 mr oguH pa3 B aenb, 175 mr oguH pa3 B aeHb, 180 mr onuH pa3s B aeHb, 200 Mr onuH pas B
N€Hb, 225 Mr oauH pa3 B AeHb, 240 Mr oguH pas3 B feHb, 250 Mr OJIMH pa3 B €Hb, 275 MI OUH

pa3 B neHb, 300 Mr onuH pas B A€Hb, 325 MI OAMH Pa3 B AeHb, 350 Mr OIUH pa3 B AeHb, 360 mr
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OZIMH pa3 B €Hb, 375 Mr OAUH pa3 B AeHb, 480 Mr onuH pa3 B AeHb, 15 Mr 1Ba pas B I€Hb, 25 Mr
IBa pa3 B 1eHb, 30 Mr 1Ba pa3 B AeHb, SO Mr 1Ba pa3 B AeHb, 60 MI 1Ba pa3 B IeHb, 75 MI ABa pa3
B AeHb, 90 mr aBa pas3 B nenp, 100 Mr nBa pas B aeHb, 120 mr aBsa pas B nespb, 150 Mr nBa pas B
neHb, 175 mr nBa pa3 B nenb, 180 mr aBa pa3 B nenp, 200 mr ABa pa3 B AeHb, 225 Mr 1Ba pa3 B
neHb, 240 Mr nBa pas3 B AeHb, 250 Mr niBa pa3 B JieHb, 275 Mr 1iBa pa3 B ieHb, 300 mr aBa pas B
AeHb, 325 Mr ABa pa3 B AeHb, 350 Mr aBa pa3 B AeHb, 360 Mr ABa pa3 B eHb, 375 Mr 1Ba pa3 B
nenp, u 480 Mr nBa pas B AeHb. B OogHOM BapuaHTe OCyliecTBiIeHHs, umHruomrop MDM?2
npenctasisier coboit coemuHenue Gopmynsl (I) wim ¢Gopmynsr (II). B omHom BapuaHTe
ocyiecTBieHust, tHruouTop MDM?2 BriOpan U3 rpymibl, cocrosieii coeauaenus: popmysl (1),
dopmyasl (IT), RG7388, Tpunromnaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux ¢QapmManeBTHYECKH NPUEMIIEMBIX COJleld. B ONHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerust Gopmyinsl (I), dopmyner (1D),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmManieBTHHECKN MPUEMIIEMBIX COJIEH.

[117] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEe U300pETEHHEe OTHOCUTCSI K CIIOCO0Y
nedeHus dcceHnuanbHON TpomOoumtemun (ET) y dyenoBeka, KOTOPBIA BKIIIOYAET CTATHIO
BBEICHUS] YKA3aHHOMY YEJIOBEKY TepaneBTUYEeCKU 3((EKTUBHOrO KOJMYECTBA KOMIIO3HIIUY,
comepskameit uaruourop MDM2 un ero papmManeBTHYECKH PUEMIIEMYIO COJIb, B IO3UPOBKE,
BBIOPAHHOM M3 TPYIIIBL, COCTOsMIEH U3 15 Mr oauH pas B IeHb, 25 Mr OZIUH pa3 B ieHb, 30 Mr oguH
pa3 B neHb, SO Mr oauH pas B 1eHb, 60 MI OMH pa3 B A€Hb, 75 Mr OUH pa3 B AeHb, 90 Mr OUH
pa3 B neHb, 100 Mr onuH pas B geHb, 120 Mr onuH pas B fAeHb, 150 mr onuH pas B AeHb, 175 mr
OJIUH pa3 B eHb, 180 Mr onuH pa3 B aeHb, 200 Mr ouH pas B eHb, 225 Mr OIMH pa3 B AeHb, 240
MT OIUH pa3 B A€Hb, 250 MI OAMH pa3 B eHb, 275 MI OfUH pa3 B 1eHb, 300 Mr OMH pa3 B J€Hb,
325 Mr oguH pas B AeHb, 350 Mr oguH pa3 B AeHb, 360 MI OUH pa3 B A€Hb, 375 MI OMH pa3 B
neHb, 480 Mr oAMH pa3 B IeHb, 15 MT 11Ba pa3 B A€Hb, 25 MI ABa pa3 B AeHb, 30 Mr 1Ba pa3 B JI€Hb,
50 mr nBa pa3 B n1eHb, 60 MT Z1Ba pa3 B A€Hb, 75 MT ABa pa3 B AeHb, 90 Mr ABa pa3 B AeHb, 100 mr
nBa pa3 B AeHb, 120 Mr n1Ba pa3 B aeHb, 150 mr nBa pa3 B neHb, 175 mr aBa pa3 B 1eHb, 180 mr nsa
pa3 B neHb, 200 mr aBa pas B IeHb, 225 Mr 1Ba pa3 B AeHb, 240 Mr 1Ba pas3 B eHb, 250 Mr 1Ba pas
B IeHb, 275 mr ABa pa3 B neHb, 300 Mr ABa pas B eHb, 325 Mr aBa pa3 B AeHb, 350 Mr 1Ba pas B
neHb, 360 mr 1Ba pas B eHb, 375 Mr ABa pa3 B AeHb, U 480 Mr aBa pa3 B 1IeHb. B ogHOM BapuaHTe
ocymectieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyner (II). B omHoM BapmaHTe ocyuiecTBiieHusi, HHrHOuTOop MDM2 BBIOpaH W3 TPYIIIIBI,
cocrositei coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJMHA-3, HyT/IIMHA-3a, HyTnHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmanesTiuecku npruemMiieMbIx cojieii. B omHOM
BapUaHTe OCYyIIeCTBIEHHs, MHruoutop MDM2 BbIOpaH U3 TPyNIbI, COCTOSALIEH COETUHEHHUS
dopmysl (1), popmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
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MK-8242, DS-3032B, APG-115, MI-1601 u ux (papmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[118] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEE N300PETEHIE OTHOCUTCS K CIIOCOOY
JeueHus1 XpoHudeckoi HehtpoduiapHON neiikemun (CNL) y uenoBeka, KOTOpBIA BKIJIOYAET
CTalMI0 BBENEHHUS YKAa3aHHOMY 4YeJIOBEKYy TepaneBTU4YeCKH 3((EeKTHBHOrO KOJIHYECTBA
KOMIIO3ULIUH, coaepkaiieit nHruburop MDM?2 uiu ero gpapmarieBTU4eCcKu MpHeMJIEMYIO COJTb, B
JO3UPOBKE, BBIOPAHHOMN U3 TPYIIIbI, COCTOSALIEH 13 15 Mr OTuH pas B IeHb, 25 M OIMH pa3 B ICHb,
30 mr oguH pa3 B AeHb, SO Mr OfuH pa3 B AeHb, 60 MI OJIUH pa3 B I€Hb, /5 MI' OJIUH pa3 B JICHb,
90 mr oxnuH pas B AeHb, 100 Mr onuH pas B ieHb, 120 Mr ouH pa3 B AeHb, 150 Mr oiuH pas3 B A€Hb,
175 mr oquH pa3 B aenb, 180 mr oguH pa3 B aeHb, 200 Mr OUH pa3 B A€Hb, 225 MI OMH pa3 B
neHb, 240 Mr oauH pas B IeHb, 250 Mr OfuH pa3 B IeHb, 275 Mr oJuH pa3 B aAeHb, 300 Mr oauH
pa3 B ieHb, 325 Mr OAMH pa3 B AeHb, 350 Mr onMH pa3 B AeHb, 360 Mr OIUH pa3 B AeHb, 375 mMr
OZMH pa3 B eHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr 1Ba pa3 B ieHb, 30 Mr 1Ba
pa3 B AeHb, SO mr 1Ba pa3 B AeHb, 60 Mr ABa pa3 B I€Hb, 75 Mr 11Ba pa3 B ieHb, 90 Mr 1iBa pas B
nenb, 100 Mr nBa pa3 B nenb, 120 mr aBa pa3 B neHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 Mr nBa pa3 B nesb, 200 Mr ABa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr niBa pa3 B IeHb, 275 Mr ABa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pa3 B
neHb, 350 Mr aBa pas3 B AeHb, 360 Mr ABa pas B AeHb, 375 Mr ABa pa3 B 1eHb, U 480 Mr ABa pas B
neHb. B omHOM BapuaHTe ocyiiecTBieHus, HHruoutop MDM2 npencrasisier coOoi coequHEHNE
dbopmyel (I) wu popmyiet (II). B ogHOM BapuanTe ocymecTsienns, uHruoOutop MDM?2 BeiOpan
u3 rpynnsl, cocrosmed coeauHenus ¢gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wnymnuna-3, HymimHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux gapmaneBTudecku
npueMieMbIX cojiel. B omHOM BapuanTe ocyiiecTBieHust, HHrnouTop MDM2 BbIOpaH U3 rpymisbl,
cocrosimeit coenuaenust popmydst (1), popmyasr (IT), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmarneBTu4ecku
MIPUEMJIIEMBIX COJIEH.

[119] B omHOM BapuaHTe OCYIIECTBJICHUSI, HACTOsIIEEe U300OPETEHHE OTHOCUTCS K CIIOCO0Y
JICYSHHUsT XPOHUYECKOH 303MHO(PMILHON JIEHKEMHH Yy YeJOBEKa, KOTOPBIM BKJFOYAET CTAJUIO
BBEJICHHUS] YKA3aHHOMY YeJIOBEKY TepamneBTHUeCKH 3(P(PEKTUBHOIO KOJHYECTBA KOMITO3ULIUH,
conepskameit uaruourop MDM2 uu ero papmManeBTUYECKH MPUEMIIEMYIO COJIb, B IO3UPOBKE,
BBIOPAHHOM M3 TPYIIIBL, COCTOsIIEH U3 15 Mr ofvH pas B IeHb, 25 Mr OJIUH pa3 B JIeHb, 30 Mr ofuH
pa3 B aeHb, S0 Mr oauH pas B AeHb, 60 Mr OIMH pa3 B A€Hb, 75 Mr OUH pa3 B AeHb, 90 Mr OUH
pa3 B neHb, 100 mMr onuH pas B geHb, 120 Mr onuH pas B AeHb, 150 mr onuH pas B aeHb, 175 mr
OZMH pa3 B ieHb, 180 Mr oauH pa3 B AeHb, 200 Mr OiMH pa3 B A€Hb, 225 MI OAUH pa3 B AeHb, 240
MTI OAWH pa3 B JIeHb, 250 Mr oauH pa3 B eHb, 275 Mr oauH pa3 B AeHb, 300 Mr onuH pa3 B AEHb,
325 Mr oguH pa3 B AeHb, 350 Mr oguH pas B AeHb, 360 Mr OIUH pa3 B A€Hb, 375 MI OIMH Pa3 B
neHb, 480 Mr oAuH pas3 B €Hb, 15 Mr Ba pa3 B A€Hb, 25 MI ABa pa3 B A¢Hb, 30 Mr 1Ba pa3 B I€Hb,
50 mr nBa pa3 B neHb, 60 Mr 1Ba pa3 B A€Hb, /5 M ABa pa3 B AeHb, 90 Mr ABa pa3 B feHb, 100 mr

1Ba pa3 B AeHb, 120 Mr 1Ba pa3 B aeHb, 150 Mr nBa pa3 B neHb, 175 mr aBa pa3 B 1eHb, 180 mr nsa
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pa3 B neHb, 200 mr aBa pas B IeHb, 225 Mr 1Ba pa3 B AeHb, 240 Mr nBa pas B 1eHb, 250 mr gBa pas
B IeHb, 275 mr ABa pas B neHb, 300 mr ABa pas B n1eHb, 325 mr aBa pa3 B aAeHb, 350 Mr aBa pas B
neHb, 360 mMr 1Ba pa3 B IeHb, 375 Mr ABa pa3 B AeHb, 1 480 Mr aBa pa3 B 1eHb. B ogHOM BapuaHTe
ocymectsieHusi, uHruonrop MDM2 mnpencrasniser coboii coemuHenue ¢opmynbl (1) wmm
dopmyaer (II). B ogHOM BapmanTe ocyuectBieHusi, uHruoutop MDM?2 BbIOpaH U3 TPyIHIIbL,
cocrosieit coenunerus popmyast (I), popmynsr (1), RG7388, Tpunronuna, HDM201, RG7112,
CGMO097A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJUHA-3, HyTJIMHA-3a, HyTJinHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmarieBTHUecKH MpUeMIIEMbIX cojieii. B omHOM
BapUaHTE OCYINECTBJIEHUs, MHruOuTop MDM2 BbIOpaH W3 TPYNIbI, COCTOSILIEH COCTUHEHUS
dopmyasl (1), popmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (apmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[120] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe U300PETEHIE OTHOCUTCS K CIIOCO0Y
JeUeHUsT XPOHUUYECKOW MuesoMoHormTapHoil nefikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTA/IMI0 BBEACHUS YKA3aHHOMY Y€JIOBEKY TepaneBTHUECKH 3((PEKTUBHOIO KOJINIECTBA
KOMITO3ULINH, cofeprkaiieid nHruonrop MDM?2 uim ero gpapmMarneBTHIeCcKu MPUEMIIEMYIO COJTb, B
JO3UPOBKE, BRIOPAHHON M3 TPYIIIIBI, COCTOSIIIEH 13 15 Mr OJIuH pa3 B A€Hb, 25 MI OJIUH pa3 B JICHb,
30 mMr onuH pa3 B neHb, S0 Mr oAuH pas B AeHb, 60 MI OIMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 Mr oxnuH pas B AeHb, 100 Mr onuH pas B feHb, 120 Mr oguH pas B aeHb, 150 Mr oiuH pas B A€Hb,
175 mr oguH pa3 B aenb, 180 mr oguH pa3 B aeHb, 200 Mr onuH pa3 B A€Hb, 225 MI OIMH Pa3 B
neHb, 240 Mr oauH pas B AeHb, 250 Mr OUH pa3 B IeHb, 275 Mr OuH pa3 B aAeHb, 300 Mr oauH
pa3 B eHb, 325 Mr OAMH pa3 B AeHb, 350 Mr OnMH pa3 B AeHb, 360 Mr OIUH pa3 B A€Hb, 375 Mr
OZMH pa3 B neHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B 1eHb, 25 Mr 1Ba pa3 B 1eHb, 30 Mr 1Ba
pa3 B aeHb, 50 Mr 1Ba pa3 B AeHb, 00 Mr 1Ba pa3 B eHb, 75 Mr ABa pa3 B IeHb, 90 Mr 1Ba pa3 B
nenb, 100 Mr aBa pa3 B aenb, 120 Mr aBa pa3 B nenb, 150 Mr aBsa pa3 B 1eHb, 175 Mr 1aBa pas B
nenb, 180 Mr nBa pa3 B neHb, 200 Mr ABa pa3 B 1eHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr niBa pa3 B IeHb, 275 Mr ABa pa3 B AeHb, 300 mMr ABa pa3 B AeHb, 325 Mr 1Ba pa3 B
neHb, 350 Mr aBa pa3 B AeHb, 360 Mr ABa pa3 B A€Hb, 375 Mr ABa pa3 B ieHb, U 480 Mr ABa pa3 B
neHb. B omHOM BapuaHTe ocyiiecTBieHus, HHruoutop MDM2 npencrasisier coOoi CoeTMHEHNE
dbopmysl (I) wu popmyist (I1). B oqHOM BapuanTe ocyimecTsienust, uHruOuTop MDM?2 BBIOpaH
u3 rpynnsl, cocrosimed coenuHenus: gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HytiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
npueMIIeMBIX colieil. B omHOM BapuaHTe ocymecTBieHus1, THruoutop MDM?2 BeIOpaH U3 rpymimsl,
cocrositert coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
MIPUEMJIIEMBIX COJIEH.

[121] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIIEEe N300PETEHHE OTHOCUTCS K CIIOCOOY

JeUeHUs. aTUIIUYHON XpoHuueckoil MuenoupgHou nefikemun (aCML) y uenoBeka, KOTOpPBIH
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BKJTIOUYAET CTAIMIO BBEACHHS YKA3aHHOMY YEJIOBEKY TepaneBTHUECKU 3(P(PEKTUBHOTO KOJTHIECTBA
KOMITO3ULINH, cofeprkaiie nHruourop MDM?2 uium ero gpapmareBTH4ecKy MpHEeMIIEMYIO COJb, B
JO3UPOBKE, BBIOPAHHOM U3 TPYIIIIbI, COCTOSIIIEH 13 15 Mr 0JIuH pa3 B A€Hb, 25 MI OZIUH pa3 B JI€Hb,
30 mMr onuH pa3 B neHb, S0 Mr oauH pas B AeHb, 60 Mr OMH pa3 B A€Hb, /5 MI OJIUH Pa3 B JICHb,
90 Mr oauH pas B AeHb, 100 mr onuH pas B fieHb, 120 Mr oguH pas B aeHb, 150 Mr oiuH pas B A€Hb,
175 mr onun pa3 B aeHb, 180 Mr oguH pa3 B AeHb, 200 Mr onuH pa3 B A€Hb, 225 MI OJUH pa3 B
neHb, 240 Mr onuH pas B AeHb, 250 Mr OUH pa3 B AeHb, 275 Mr onuH pa3 B AeHb, 300 Mr onuH
pa3 B ieHb, 325 Mr oaMH pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 Mr OIUH pa3 B AeHb, 375 mr
OZUH pa3 B AeHb, 480 MI OAWH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr Ba pas3 B JieHb, 30 Mr 1Ba
pa3 B AeHb, SO mr n1Ba pa3 B AeHb, 60 Mr ABa pa3 B A€Hb, 75 Mr JBa pa3 B ieHb, 90 Mr niBa pas B
nenb, 100 Mr nBa pa3 B nenb, 120 mr aBa pa3 B aeHb, 150 mr aBa pa3 B AeHb, 175 mr 1Ba pas B
nenb, 180 Mr nBa pa3 B nenb, 200 Mr ABa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
nenb, 250 Mr n1Ba pas B IeHb, 275 Mr ABa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pas B
neHb, 350 Mr aBa pas B AeHb, 360 Mr ABa pas B Ae€Hb, 375 Mr ABa pa3 B eHb, U 480 Mr ABa pas B
neHb. B omHOM BapuaHTe ocyiiecTBieHus, HHruoutop MDM2 npencrasinsier coOoi coequHEHNE
dbopmysl (I) wu popmyiet (I1). B oqHOM BapuanTe ocymecTsienus, uHruOutop MDM?2 BeiOpan
u3 rpynnbl, cocrosimed coeauHenus: ¢gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wnymnmuna-3, HymimHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux gapmaneBTudecku
npuemMiIeMbIX cojieil. B omHOM BapuanTe ocyuectBieHus:, THruountop MDM?2 BeIOpaH U3 rpynisl,
cocrositer coenunenust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBrudecku
IIPUEMJIEMBIX COJIEH.

[122] B onHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEeE M300pETeHHE OTHOCUTCS K CIIOCO0Y
JICYSHHsI FOBEHWJIbHOW MHEJIOMOHOIMTapHO# tefikemunt (JMML) y uenoBeka, KOTOPbIi BKIFOYAET
CTaIMI0 BBENEHHUS YKAa3aHHOMY 4YeJIOBEKYy TepamneBTHYeCKH 3((EKTHBHOrO KOJIMYECTBA
KOMITO3ULINH, coneprkamieit nHruourop MDM?2 wim ero gpapmarieBTU4eCKy MpHEeMIIEMYIO COJlb, B
JO3UPOBKE, BRIOPAHHOM U3 TPYIIIIbI, COCTOSIINEH 13 15 Mr OJIuH pa3 B A€Hb, 25 MI OJIUH pa3 B JI€Hb,
30 mMr onuH pa3 B aeHb, S0 Mr oAuH pa3 B AeHb, 60 MI OJIMH pa3 B A€Hb, /5 MI OJIUH pa3 B JIC€Hb,
90 mr oxnuH pas B AeHb, 100 Mr oauH pas B feHb, 120 Mr oauH pa3 B AeHb, 150 Mr oiuH pas3 B A€Hb,
175 mr oqun pa3 B aensb, 180 mr oguH pa3 B aeHb, 200 Mr OnUH pa3 B A€Hb, 225 MI OIMH Pa3 B
neHb, 240 Mr oauH pas B AeHb, 250 Mr OfuH pa3 B IeHb, 275 Mr OuH pa3 B AeHb, 300 Mr oauH
pa3 B eHb, 325 Mr oaMH pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 Mr OnUH pa3 B AeHb, 375 mMr
OZMH pa3 B IeHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr aBa pa3 B ieHb, 30 Mr a1Ba
pa3 B AeHb, SO mr 1Ba pa3 B AeHb, 60 Mr ABa pa3 B eHb, 75 MI 1Ba pa3 B eHb, 90 Mr niBa pas B
nenb, 100 mr nBa pa3 B nenb, 120 mr aBa pa3 B neHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 mr nBa pa3 B nenb, 200 Mr ABa pa3 B aeHb, 225 Mr ABa pa3 B AeHb, 240 mr 1Ba pas B
nenb, 250 Mr n1Ba pas B IeHb, 275 Mr ABa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pas B

neHb, 350 Mr aBa pas B AeHb, 360 Mr ABa pa3 B AeHb, 375 Mr ABa pa3 B 1eHb, U 480 Mr ABa pas B
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neHb. B omHOM BapuaHTe ocyiiecTBieHus, HHruoutop MDM2 npencrasisier coOoi coequHEHNE
dopmyusl (I) wiu popmyiel (II). B ogHOM Bapuante ocymecTsienns, uHruoOutop MDM?2 BeiOpan
u3 rpynnbl, cocrosimed coeauHenus gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM?201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wnymnuna-3, HymmHa-3a, HytTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaueBrudecku
npueMieMbIX cojiell. B omHOM BapuanTe ocyiecTsieHust, HHrnouTop MDM2 BBIOpaH U3 rpymisbl,
cocrositei coenunenust popmyusl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUECKH
MIPUEMJIIEMBIX COJIEH.

B onmHOM BapmaHTe OCYIIECTBJICHUS, HACTOsIIEee H300pEeTeHHe OTHOCHTCS K CIocoly
JaeyeHus runep’o3uHOPIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOpPBIA BKIFOYAET CTaIUIO
BBEICHUSI YKa3aHHOMY WYEJIOBEKY TeparneBTUYEeCKU 3((PEKTUBHOIO KOJHYECTBA KOMITIO3HIIUY,
conepskameit uaruourop MDM2 umn ero papmMaleBTHYECKH MPUEMIIEMYIO COJIb, B IO3UPOBKE,
BBIOPAHHOM M3 TPYIIIbI, COCTOsMIEH U3 15 Mr ovH pas B IeHb, 25 MI OJIUH pa3 B JieHb, 30 Mr oguH
pa3 B aeHb, S0 Mr oauH pas B 1eHb, 60 Mr OMH pa3 B A€Hb, 75 Mr OUH pa3 B AeHb, 90 Mr OUH
pa3 B neHb, 100 mMr onuH pas B neHb, 120 Mr onuH pas B AeHb, 150 mr onuH pas B aeHb, 175 mr
OMH pa3 B ieHb, 180 Mr oauH pas B AeHb, 200 Mr OMH pa3 B A€Hb, 225 MI OAUH pa3 B AeHb, 240
MTI OAWH pa3 B JIeHb, 250 Mr oAuH pa3 B eHb, 275 Mr oauH pa3 B AeHb, 300 Mr onMH pa3 B AEHb,
325 Mr oguH pa3 B AeHb, 350 Mr oguH pas B AeHb, 360 Mr OIUH pa3 B A€Hb, 375 MI OIMH Pa3 B
neHb, 480 Mr oauH pas B I€Hb, 15 Mr 1Ba pa3 B A€Hb, 25 MI ABa pa3 B A¢Hb, 30 Mr 1Ba pa3 B €Hb,
50 mr nBa pa3 B neHb, 60 Mr 1Ba pa3 B AeHb, 75 MT ABa pa3 B AeHb, 90 Mr ABa pa3 B AeHb, 100 Mr
1Ba pa3 B AeHb, 120 Mr 1Ba pa3 B AeHb, 150 mr 1Ba pa3 B feHb, 175 mr aBa pa3s B feHb, 180 Mr gBa
pa3 B neHb, 200 Mr aBa pa3 B AeHb, 225 Mr 11Ba pa3 B AeHb, 240 Mr aBa pa3 B AeHb, 250 Mr 1Ba pas
B JIeHb, 275 Mr aBa pa3 B AeHb, 300 Mr aBa pa3 B AeHb, 325 Mr Ba pa3 B A€Hb, 350 Mr 1Ba pa3 B
neHb, 360 mr 1Ba pa3 B IeHb, 375 Mr ABa pa3 B AeHb, U 480 Mr aBa pa3 B IeHb. B ogHOM BapuaHTe
ocywectBieHus, uHruourop MDM2 mnpencraBnser coboii coemunenue ¢opmynsl (I) wmm
dopmyinel (II). B omHOM BapuaHTe ocCylecTBieHus, UHrHOuTOp MDM2 BBIOpaH M3 TPYIIIIBI,
cocrositei coenunenus popmyusl (I), popmynsr (1), RG7388, rpunronuna, HDM201, RG7112,
CGMO097A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJHHA-3, HyT/IMHA-3a, HyTJnHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmaresTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTE OCYINEeCTBJIEHHs, MHruOuTop MDM2 BbIOpaH W3 TPYNIBI, COCTOSILIEH COCTUHEHHUS
dopmysl (1), popmyast (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux papmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[123] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEE N300PETEHHEe OTHOCUTCSI K CIIOCO0Y
JICUCHUS MUEJIOANCIUIACTHUECKUX/MUEIOTTPOTH(EePaATUBHBIX HOBOOOpa3oBaHUH v
KOJIbLIEBUAHBIMU cHzepoOiactamu U TpomborurozoM (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTA/IUI0 BBEACHUS YKA3aHHOMY UY€JIOBEKY TepaneBTHUECKH 3((EKTHBHOIO KOJINIECTBA

KOMITO3ULIUH, coaeprkaiie nHruourop MDM?2 uiu ero gpapmaneBTHIeCcKy MPHEMIIEMYIO COJIb, B
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JIO3UPOBKE, BRIOPAHHOM U3 TPYIIIIbI, COCTOSIIIEH 13 15 Mr oJiuH pa3 B A€Hb, 25 MI OZIUH pa3 B ICHb,
30 mMr onuH pa3 B neHb, S0 Mr oAuH pas B AeHb, 60 MI OMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 mr onuH pas B AeHb, 100 Mr onuH pas B feHb, 120 Mr oguH pas B aeHb, 150 Mr oiuH pas B A€Hb,
175 mr oguH pa3 B aenb, 180 mr oguH pa3 B aeHb, 200 Mr onuH pa3 B A€Hb, 225 MI OIMH Pa3 B
neHb, 240 Mr oguH pas B AeHb, 250 Mr OAMH pa3 B JIeHb, 275 Mr OfuH pa3 B AeHb, 300 Mr oguH
pas B AeHb, 325 MI OAMH pa3 B JeHb, 350 Mr OfUH pa3 B AeHb, 360 Mr OuH pa3 B A€Hb, 375 Mr
OJIUH pa3 B 1eHb, 480 Mr ouH pa3 B AeHb, 15 Mr ABa pa3 B €Hb, 25 MI [1Ba pa3 B 1eHb, 30 Mr 1Ba
pa3 B AeHb, S0 Mr n1Ba pa3 B AeHb, 60 Mr ABa pa3 B I€Hb, 75 Mr JBa pa3 B ieHb, 90 Mr niBa pa3 B
nenb, 100 Mr nBa pa3 B nenb, 120 mr aBa pa3 B aeHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 Mr nBa pa3 B nesb, 200 Mr ABa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr niBa pa3 B JIeHb, 275 Mr ABa pa3 B AeHb, 300 mMr ABa pa3 B AeHb, 325 Mr 1Ba pas3 B
neHb, 350 Mr aBa pa3 B AeHb, 360 Mr ABa pa3 B AeHb, 375 Mr ABa pa3 B ieHb, U 480 Mr ABa pa3 B
neHb. B omHOM BapuaHTe ocymiecTBieHus, HHruoutop MDM2 npencrasinsier coOoi coequHEHNE
dopmyel (I) wu opmyiet (I1). B oqHOM BapuanTe ocymecTsienust, uHruOutop MDM?2 BeIOpaH
u3 rpynnbl, cocrosimed coeauHenus gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM?201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnmuna-3, HymiIuHa-3a, HytiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
npueMIIeMBbIX colieil. B omHOM BapuanTe ocymecTBieHus1, THruontop MDM?2 BeIOpaH U3 rpymimsl,
cocrositer coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHueCKH
MIPUEMJIIEMBIX COJIEH.

[124] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOsILIEe HU300pETeHHE OTHOCUTCS K
npuMeHeHH0 nHruouropa MDM2 mnu ero papmarneBTHIECKH NMPUEMIIEMOH COJIH B MOJYYEeHHH
JIEKaPCTBEHHOT'O CPEACTBa Ul JieYeHUs] MuesnonpoiudepaTuBHoro HosooOpasosanust (MPN),
BKJTIOYAIOIIEMY CTaJMIO BBEJECHHUS YEJIOBEKY OJHOM miu Oojiee 103 uHruouropa MDM?2 unu ero
dapmaneBTHyecku npuemieMoil conu. B onHom Bapuante ocyuiectsienus, MPN BbiOpaH u3
IPynmbl, cocTosimedl w3 wuctTuHHONW mnojunuremun (PV), wmuenopubposa, mnepBHYHOrO
muenodpudposa, TpomoOormTemun, scceHuuanbHoi Tpombouutemun (ET), mamonatudeckoro
muenopudposa, cuctemMHoro macrouuto3a (SM), XpOHMYECKOH HEUTPOPUIBHOW JEHKeMHUU
(CNL), muenoagucmiactudeckoro cuaapoma (MDS), cucreMHOro 3a00ojieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCYIIECTBIIEHUS, MUEIOPUOPO3 BHIOPAH M3 TPYIIIBI, COCTOSIIEH U3
nepuaHoro muenodudposa (PMF), muenopudposa nocne uCTUHHON nojunuteMun (moct-PV
MF) u muenodudposa nociue scceHnmanbHon TpomOormremun (moct-ET MF). B onHom Bapuante
OCYIIECTBIIEHHsI, NepBUYHbIA MHenopudépo3 (PMF) BeiOpaH H3 Trpymmbl, COCTOSIIEH U3
npendudposnoro PFM/PFM panneii ctanuu u PFM BeipaskeHHOM (pubpo3Hoii cragun. B onHom
BapuaHte ocymectBieHus, MPN BplOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHHYECKOH
HerrpopunbHoil nefikemun (CNL), XpoHHUECKOW 303MHOPMIBHON JIEHKEMHH, XPOHUYECKON
muenoMoHorutapHoi selikemun (CMML), aTUn4YHON XPOHHUYECKOW MUENOHIHOHW JeHKeMUn

(aCML), roBeHmnbHOM MuenoMoHouutrapHoi Jeiikemun (JMML), runep303MHOQUIBHBIX
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cuaapomoB (HES), u muenopucmiacTuueckux/MueaonpoandpepaTiBHBIX HOBOOOpPA30OBaHUH C
KOJIbIIEBUIHBIME cunepobiactamu u TpombounuTozom (MDS/MPN-RS-T).

[125] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npUMeHeHH0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NMPUEMIIEMON COJU B MOJMYYEHUU
JIEKaPCTBEHHOT'O CPEACTBAa JUISl JIEYeHUs] MueonpoudepaTiBHOro HosooOpasosanus (MPN),
BKJIIOYAIOIIEMY CTAAHMIO BBEeIEHHMs OAHOW mmu Oonee mo3 uHrubOuropa MDM2 wunm ero
bapmaneBTHYeCKH npremiieMoi conu, rae MPN BeIOpaH M3 rpymmbl, COCTOSIIIEH M3 UCTUHHOMN
nojuuutemun (PV), nepsuunoro muenodpudposa u scceHumanbHoi Tpomboruremun (ET).

[126] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
npUMeHeHH0 HHruouTopa MDM?2 mnu ero ¢papManeBTHUECKH NPUEMIIEMON COJIA B MOJYYEHUU
JIEKApCTBEHHOT'O CPEACTBA JJIs JIeYeHUs] HICTUHHON nosmuuremuu (PV), roe nedeHue BKIrOYaeT
CTaquIO BBEICHUS 4YEJNOBEKYy OAHOH wium Oojee no03 wuHruoOuropa MDM2 wmm  ero
(hapMaleBTHYECKU MPUEMIIEMOU COJIH.

[127] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
NpUMEHEeHNI0 HHruouTopa MDM?2 nnu ero ¢papManeBTHUECKH NPUEMIIEMON COJIM B TOJMYYEHUN
JIEKapCTBEHHOT'O CPENICTBA IJIsl JiedueHHs 3cceHnmnanbHoi Tpombouutemun (ET), roe neuenue
BKJIFOYAET CTAIUI0 BBEIEHHs 4YEJIOBEKYy ONHOW miu Oonee no3 mHruburopa MDM2 mnu ero
(hapMaLeBTHYECKU IPHEMIIEMOU COJIH.

[128] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npuUMeHeHN0 HHruouTopa MDM?2 nnu ero ¢apmareBTHUECKH NMPUEMIIEMON COJIM B MOJYYEHUN
JIEKapCTBEHHOT'O CPENCTBA JUIS JIEYEHUS] NEePBUYHOr0 Muenopudposa, rae JedeHne BKIF0YaeT
CTaJuI0O BBEICHUs 4YENOBeKy OAHOH mium Oonee no03 wuHruburopa MDM2 wumu  ero
(bapmareBTHIECKH IPUEMIIEMO COJH.

[129] B omHOM BapuaHTe OCYIIECTBJCHHUS, HACTOsIIEe H300pETeHHE OTHOCHTCS K
npuMeHeHu0 nHruouropa MDM2 unu ero papmareBTHIeCKH NMPUEMIIEMOH COJIM B MOJYYEeHHH
JIEKAPCTBEHHOT'O CPENCTBa IUIsl JieueHHs] Mueaopudpo3a nocie UCTUHHON MOMUIUTeMUU (TIOCT-
PV MF), rae nedeHue BKIFOYAET CTAAMIO BBEACHUS Y€JIOBEKY OMHOM WK OoJyiee 103 MHTHOUTOpa
MDM2 unu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[130] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
npUMeHeHHI0 HHruouTopa MDM?2 nnm ero ¢papManeBTHUECKH NPUEMIIEMON COJIM B TOJMYYSHUN
JIEKapPCTBEHHOT'O CPENICTBA IS JieueHus Muesogudposa mocie 3CCeHIUaNbHONH TPOMOOLIUTEMUN
(moct-ET MF), rne nedeHune BKIIOYAET CTAIUIO BBEIEHUS YEJIOBEKY ONHOH wim Oojee 103
uHruouropa MDM2 wnu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[131] B omHOM BapwaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pETeHHE OTHOCUTCS K
npUMeHeHNI0 HHruouTopa MDM?2 nnu ero ¢apManeBTHUECKH NMPUEMIIEMON COJIM B TOJMYYEHUN
JICKaPCTBEHHOT'O CPEJICTBA JJIsl JISUSHHsI XpOHUUeCKol HehTpodmibHoM netikemun (CNL), roe
JIeYeHNEe BKJIIOYAET CTAIMIO BBEACHUS YENIOBEKY OAHOH miu Gojee 103 uHruounropa MDM2 nnu
ero (hapmManeBTUYECKU MPUEMIIEMOH COJIHL.

[132] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K

npuUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NPUEMIIEMON COJU B MOJYYeHUU
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JIEKapPCTBEHHOT'O CPEACTBA IS JICUSHHUS] XPOHUYECKON 303MHO(MUIbHON JISMKeMUH, TIe JICUeHHE
BKJIFOYAET CTAUI0 BBEIEHHs 4YeJOBEKYy ONHOW miu Oonee no3 mHruburopa MDM2 mnu ero
(dapMaLeBTHYECKU NIPUEMIIEMOU COJIH.

[133] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
npuMeHeHH0 nHruouropa MDM2 unu ero papmarneBTHYeCKH MPpUEeMIIEMOH COJIM B MOJY4EeHHH
JIEKapCTBEHHOT'O CPENICTBA JJIs1 JICUSHHS X pOHIMUEeCKOH MueoMoHouuTapHoi neiikemun (CMML),
I JIeYeHHEe BKJIIOYAeT CTAIUI0 BBEIEHHS UeJIOBEKYy OIHON mim Oojee no3 mHruonropa MDM?2
WU ero (hapMaLeBTHYECKU PUEMIIEMON COJIH.

[134] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOSINEE H300pEeTeHHE OTHOCUTCS K
npUMeHeHH0 HHruouTopa MDM?2 mnu ero ¢papManeBTHUECKH NPUEMIIEMON COJIA B MOJYYEHUU
JIEKAPCTBEHHOIO CPEACTBAa JiA JICUCHUS aTUIWYHON XPOHUYECKOW MHUEOMAHON JIEWKEMUU
(aCML), rne neueHue BKIFOYAET CTAJUIO BBEIEHUS YEJIOBEKY OJHOW Wiu OoJjiee 103 HHruOUTOpa
MDM2 unu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[135] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSINEe H300pPETeHHE OTHOCUTCS K
NpUMEHEeHNI0 HHruouTopa MDM?2 nnu ero ¢papManeBTHUECKH NPUEMIIEMON COJIM B TOJMYYEHUN
JIEKapCTBEHHOT'O CPENICTBA IS JIEYEHHUS FOBEHIJIBHOW MUEJIOMOHOLMTapHOH Jelikemun (JMML),
e JeUeHNe BKIIOYAeT CTaUI0 BBEIEHHs YEJIOBEKY OAHOH mim Oosee 103 mHruoutopa MDM2
WY ero (papMaLeBTHUECKH PUEMIIEMON COJIH.

[136] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
npuUMeHeHN0 HHruouTopa MDM?2 nnu ero ¢apmareBTHUECKH NMPUEMIIEMON COJIM B MOJYYEHUN
JIEKapCTBEHHOT'O CPEACTBA IS JieueHus runepso3uHoduibHbix cuaapomos (HES), roe neyenne
BKJIFOYAET CTAUI0 BBEIEHMs 4YeJOBEKy ONHOW miu Oonee no3 mHruburopa MDM2 unu ero
(bapmareBTHIECKH IPUEMIIEMO COJH.

[137] B omHOM BapuaHTe OCYINECTBJCHHUS, HACTOsIIEe H300pETeHHE OTHOCHTCS K
npuMeHeHu0 nHruouropa MDM2 unu ero papmareBTHIeCKH NMPUEMIIEMOH COJIM B MOJYYEeHHH
JIEKAPCTBEHHOTO CPEICTBA Ui JICYCHUS MHENOIUCIUIACTHYECKIX/MUENOTPOIH(epaTHBHBIX
HOBOOOPA30BaHM ¢ KOJBLEBHAHBIMU cunepobmacramMu u tpombormrosom (MDS/MPN-RS-T),
r7e JeUYeHNe BKJIIOYAeT CTaUI0 BBEIEHHs YeJIOBEKY OAHOM wiu Oosee 103 muHruouropa MDM2
WK ero (papMaLeBTHYECKU PUEMIIEMON COJIH.

[138] B onmHom BapmaHTe ocyiuecTBieHUs, UHruoOurop MDM2 mnpencrasnser coboi
coequnenue Gopmyisl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIEHUS], HHTUOUTOP
MDM2 BbiOpaH u3 rpynmbl, coctosmei coenuHenus Gopmyasl (I), popmymnsr (1), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyT/inHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHIECKH
npueMIIeMBIX colieil. B omHOM BapmanTe ocymecTBieHus:, THruoutop MDM?2 BeIOpaH U3 Ipymisl,
cocrositen coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIeCKH
MIPUEMIIEMBIX COJIEH.

[139] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
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NPUMEHEHHUI0 KOMIIO3UIMY, coiepxkameil uaruountop MDM2 wmmm ero ¢apmaneBTHUECKH
NPUEMJIEMYI0  COJb, B  TOJYYEHHH  JIEKAPCTBEHHOTO  CpPEACTBAa  JUIA  JICYEHUS
muenonponudepatuBHoro HoBooOpazoBanus (MPN), BkIrO4arOIeMy CTagui0 BBEACHHS
YeJIOBeKy OAHON miM Oosee 103 KOMIO3MLIMHM, coxepskamei uHruoutop MDM2 unum ero
¢dapmaneBTHYECKH TIpHEMIIEMyIO cosib. B omHOM BapumanTte ocymectBieHus, MPN BbiOpaH u3
Ipymmbl, cocrosimed u3 uCTUHHON mnonunuremun (PV), wmuenopubposa, mnepBUIHOTrO
muenodpudposa, TpomboumTemun, scceHuuanbHoi Tpombouutemun (ET), mamonmatudeckoro
muenopudbposa, CUCTeMHOro Macrouutosa (SM), XpoHHYeCKOW HEHTPOPUIBHON JIeHKEMUH
(CNL), muenoaucmiactudeckoro cunapoma (MDS), cucreMHOro 3a00oyieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe oCyuiecTBIeHHs, MUeTO(GHOPO3 BEIOpAaH U3 TPYMIIbI, COCTOSIIIEH 13
nepsudHOTO Muejopudposa (PMF), muenodudposza mocne ucTUHHON monuuutemun (moct-PV
MF) u muenodubdposa nocine sccernuanbuoi Tpomborutemun (noct-ET MF). B onnom BapuanTe
OCYIIECTBIIEHHsI, NepBUYHbIA Muenopudbpo3 (PMF) BeiOpaH ©3 Trpymmbl, COCTOSIIEH U3
npendudposnoro PFM/PFM panneii ctanuu u PFM BeipaskeHHOM (pubpo3Hoii craquu. B onHoM
BapuaHTe ocymectBieHus, MPN BeIOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHMYECKOH
HerrpopunbHoil nefikemun (CNL), XpoHHUECKOW 303MHO(PWIBHONW JIEHKEMHH, XPOHUYECKON
muesnoMoHoruTapHoi selikemun (CMML), aTUIUYHON XPOHHYECKOW MHUENOHIHOW JeHKeMHUn
(aCML), roBeHmnbHOW MuenoMoHonuTapHoH Jneiikemun (JMML), rumnep303MHOGUIBHBIX
cuaapomoB (HES), u muenopucmiacTiueckux/MueaonpoangpepaTiBHbBIX HOBOOOpPA30OBaHUH C
KOJIBIIEBUIHBIME cunepobnactamu u TpomobounuTozom (MDS/MPN-RS-T).

[140] B omHOM BapwaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
NPUMEHEHUIO KOMIIO3UIMY, coaepxkamiei uaruourop MDM2 wmmm ero ¢apmaneBTHUECKH
NPUEMJIEMYIO  COJb, B  TOJY4YEHHU  JIEKAPCTBEHHOTO  CpPEACTBAa Ui JICYEHUs
muenonposudepatuBHoro HoBooOpaszoBanust (MPN), BkIro4aromemy CTaaui0 BBEIACHUS
YeJOBeKYy ONHOW Wiu Oonee 103 KOMIO3MLUH, conepxamied mHruomrop MDM2 wmnu ero
(hapMaLeBTHYECKU TIPUEMIIEMYIO COJib, e MPN BbIOpaH U3 Ipymmbl, COCTOSIIENR U3 UCTHHHOMN
nojuuutemun (PV), mepsuynoro mmenodpubposa u sccenumanbhoit Tpomboruremun (ET). B
OJHOM BapHaHTE OCYLIECTBJCHUs, HACTOsIee H300peTeHHe OTHOCHTCS K TNPHUMEHEHUIO
KOMITO3UILIUH, cofeprkamieid nHruourop MDM?2 uim ero gapmarieBTU4eCKy MpHEeMIIEMYIO COJTb, B
NOJIY4€HUH JIEKAPCTBEHHOT'O CPEICTBA IS JieueHHsI UCTUHHAs nojuuutemus (PV), roe neyenue
BKJIFOYAET CTaJMI0 BBEACHMS YEJOBEKY ONHON wmim Oojee 103 KOMIIO3HMIMH, COIepsKaruei
uHruourop MDM2 wnu ero ¢apManeBTHUECKH TNPHEMIEMYI0 COlb. B OZHOM BapHuaHTe
OCYIECTBIIEHHSI, HACTOSALIEe N300pETEeHNE OTHOCHUTCS K IPUMEHEHHUIO KOMITO3ULIMH, CONlepIKaIiei
uHruourop MDM2 miu ero papMaieBTHIECKH TPUEMIIEMYIO COJIb, B TOJYYEHUHU JIKAPCTBEHHOTO
CpeAcTBa ISl JIEUeHHs1 SCCeHUuanbHoi TpomoOormremun (ET), roe nedeHne BKIIOYAET CTAIHIO
BBE/ICHHUS YEJIOBEKY ONHOW Mun OoJsiee 103 KOMIIO3UIUH, coneprameii naruourop MDM2 wmm
ero (papmaneBTHUECKH TPUEMIIEMYIO COJb. B OJHOM BapuaHTe OCYINECTBJIEHUS, HACTOSINEE
n300peTeHne OTHOCUTCS K MIPUMEHEHUI0 KOMIIO3HMLINY, copepskameil naruourop MDM?2 nmu ero
bapMaleBTHIECKH MPUEMIIEMYIO COJIb, B IOJIyYEHHH JIEKAPCTBEHHOI'O CPEACTBA JJISI JICYEHUS

NepBUYHOTrO Muenopudposa, rae JeueHne BKIYAeT CTAAMI0 BBEIEHUS YeNOBEKY OJHOW WU
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Oomee nmo3 KoMmo3uuuH, coxepkamieli uHruowrop MDM2 wumm ero (¢apmaneBTHUECKH
npuemieMyo conb. B omHOM BapuaHTe ocyiectsienus, uHruonrop MDM2 npencrasinsier coOoi
coequHenne Gopmyisl (I) wiu ¢popmynsr (II). B onHOM BapuaHTe OCYIIECTBIEHUS], HHTUOUTOP
MDM?2 BbiOpaH u3 rpynmbl, coctosiei coenuHenus ¢opmyasl (I), popmynsr (II), RG7388,
tpunronuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nytnuna-3, HyTiuHa-3a, HyT/IMHa-3b, cepaemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papMaleBTHYECKH
npUeMJIeMBbIX coJieil. B omHOM BapuaHTe ocyiecTBieHus:, THruoutop MDM?2 BbIOpaH U3 IpyIibl,
cocrositiei coenunenust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUECKH
MIPUEMJIIEMBIX COJIEH.

[141] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSINEe H300pETeHHE OTHOCUTCS K
uHruouropy MDM2 miu ero gpapManieBTHYECKH PUEMIIEMON COJIH JUII TPUMEHEHHsI B JICYCHUU
muenonponudepaTusaoro Hopoodpasosanusi (MPN). B ogqHoM BapuanTe ocymectsieHusi, MPN
BBIOpaH W3 TPYIIBI, COCTOSIIEH U3 HCTUHHOW nojuiuremun (PV), muenodpudposa, nepBUUHOTO
muenodpudposa, TpombOormremun, scceHuuanbHoi Tpombouutemun (ET), mamomatudeckoro
muenopudposa, cuctemMHoro macrouuto3a (SM), XpOHHYECKOH HEUTPOPUIBHOW JeHKeMHUH
(CNL), muenogucmuiactudeckoro cuaapoma (MDS), cucreMHOro 3a00ojieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCYLIECTBIICHUS, MUEIOPUOPO3 BEIOPAH U3 TPYIIIBI, COCTOSIIIEH M3
nepsudHoro muenopuoposa (PMF), muenopudposa nocne uctuHHON nojgunuremun (moct-PV
MF) u muenodudposa nocie scceHmanbHoi Tpomoormremun (moct-ET MF). B onHom Bapuanre
OCYILIECTBIIEHNs], NepBUYHbIH Muenopuopoz (PMF) BeiOpaH u3 rpynmbl, COCTOSIIEH U3
npeadudposnoro PFM/PFM panneii craguu u PFM BbipaskeHHoM (Hubpo3HO# cTtaguu. B ogHoM
Bapuante ocymectsieHus, MPN BbIOpaH u3 TIpynmbl, COCTOSIEH U3 XPOHUYECKOH
HelTpodunbHo# nelikemun (CNL), XpoHHYeCKOH 303MHO(MIBHON JEHKEMHH, XPOHHYECKOM
MuesloMOHoLUTapHOH Jsielikemun (CMML), aTUIMYHON XPOHHUYECKOW MUENOHIHON JIeHKeMHUU
(aCML), roBeHWIbHOW MHenOMOHoOUUTapHOH Jeiikemun (JMML), runep’03MHOPUIBHBIX
cunapomoB (HES), u muenomucmiacTHuecKux/MUeIoNporn(pepaTuBHbIX HOBOOOpPA30OBaHUM C
KOJIbIIEBUIHBIME cuaepobiactamu u Tpombouurozom (MDS/MPN-RS-T).

[142] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSINEe H300pETeHHE OTHOCUTCS K
uHruouropy MDM2 wiu ero gapMalieBTHYECKH MPUEMIIEMON COJIH [Tl TPUMEHEHHsI B JICYCHUN
uctuHHOM noymuuTemud (PV). B ogHOM BapuaHTe OCYIIECTBIIEHUS, HACTOsIIEe M300peTeHne
OTHOCHUTCS K uHrHONTOpY MDM2 1iu ero papmarieBTHIeCcku mprueMIIEMOH COJTH JIJIsl IPUMEHEHUS
B JIUEHHH TEePBUYHOr0 Muenopudpo3a. B omHOM BapmaHTE OCYINECTBIECHHUS, HACTOSINEE
n3o00pereHne OTHOCUTCA K MHrHOuTOpy MDM2 mnn ero ¢apmaneBTHUECKHA MPUEMIIEMOH COJTU
Ui TPUMEHEHWsT B JiedeHWU dcceHiuanbHol TpomOommremun (ET). B omHoMm BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyiner (II). B omHom BapmanTe ocyuiectBieHusi, nHruOutop MDM?2 BbIOpaH W3 TPYIIIIBI,
cocrositen coenunenust popmysl (I), popmynsr (II), RG7388, rpunronuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO899%4,
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HYTJIHHA-3, HYyTJIMHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmanesTiuueckn npruemiieMbIx cojieil. B omHOM
BapUaHTe OCYyIIeCTBIeHHs, MHruourop MDM2 BbIOpaH U3 TPyNIbI, COCTOSALIEH COETUHEHUS
dopmysl (1), popmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmareBTHUeCKH MPUEMIIEMBIX COJIEH

[143] Crioco0Obl, onMcaHHbIE BBILIE, MOKHO MPUMEHSTh B KAUECTBE Teparuu st OOpbObI
C pakoM TepBOH JMHMH, WM NOCJE JiedeHHs OOINENPUHSTHIMA XUMHOTEPANeBTHYECKUMH
AKTUBHBIMH (DapMalleBTHUECKUMH HHIPEIUeHTaMu, BKJIFO4ast ukinodochamun, Gaynapadun (FC
XUMHOTEpanHusi) U XJI0pamMOy IHII

[144] B omHOM BapuaHTe OCYIIECTBJICHUSI, HACTOsIIEEe U300PETEHHE OTHOCUTCS K CIIOCO0Y
aeyeHnss MuenoGudpos3a, BEIOPAHHOTO W3 TPYIIIBL, COCTOSIIEH M3 NMEPBUYHOTrO Muesnoduodposa
(M3BECTHOTO KaK XPOHUYECKOW MIUONMATHYeCKUl Muenogudpo3) U nepBUYHOr0 MUEIOpUOPo3a,
BTOPHYHOTO K UCTHUHHOW MOJIMLUTEMUHN WM 3CCEHLUAIBHON TPOMOOILMTEMHH, BKIFOUAIOLIEMY
CTaguIO BBEACHHUS TepaneBTHUYeCKH 3(dexkTuBHOro kommuecrsa mHruouropa MDM2 wnu ero
(hapMaleBTHYECKU MPUEMIIEMOU COJIH.

[145] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEe N300PETEHHE OTHOCUTCSI K CIIOCO0Y
aeueHnss Muenogudpos3a, BEIOPAHHOTO M3 TPYIIIBL, COCTOSINEH U3 MEPBUYHOTrO Muesnodpuoposa
(M3BECTHOTO KaK XPOHUYECKOW MAUONaTHYeCKuil Muenogpudpos3) u mepBUIHOr0 MuEIopudpo3a,
BTOPUYHOIO K UCTUHHOW IMOJNULMTEMUHN WM 3CCEHLUANIBbHON TPOMOOILMTEMUH, BKIFOUAIOLIEMY
CTaquI0O BBEACHHUS TepaneBTHYeCKH 35((EKTHBHOrO KOJIMYECTBA KOMIIO3MLIUH, COIepsKaluei
uHruourop MDM2 unu ero papmaneBTHUECKH TPUEMIIEMYIO COJIb

[146] B omHOM BapuaHTe OCYLIECTBJICHUS, HACTOSIIEEe N300pETEHIEe OTHOCUTCSI K CIIOCO0Y
neueHuss MPN y uenoBeka, KOTOpBIM BKJIIOYAET CTAAUI0 BBEACHUS YKA3aHHOMY 4YeEJOBEKY
TepaneBTHIeCK! 3P (PEeKTUBHOrO KonmyecTBa MHruonropa MDM?2 umm ero (apmarneBTHUECKH
npuemiemoii conu, rae MPN BeIOpaH 13 IpyIibl, COCTOSALIEH N3 UCTUHHON nomuiutemud (PV),
scceHuuanbHoil Tpombouutemuu (ET) m mepBudynOoro mmenodudposa, rae TeparneBTUYEeCKH
3¢ (}eKTUBHOE KOJIUYECTBO BBIOPAHO U3 TPYIIIBI, COCTOALIEH U3 15 Mr onuH pas B neHb, 25 mr
OUH pa3 B AeHb, 30 Mr oAuH pa3 B AeHb, SO Mr oMH pa3 B AeHb, 60 MI OJIUH pa3 B I€Hb, 75 MI
OIMH pa3 B AeHb, 90 mr oauH pas B aenb, 100 mr oguH pas B aensb, 120 mr oquH pas B aeHb, 150
MTI OAIMH pa3 B JIeHb, 175 Mr oguH pa3 B neHb, 180 mr oauH pas3 B AeHb, 200 Mr OMH pa3 B JA€Hb,
225 Mr oauH pa3 B AeHb, 240 Mr onuH pa3 B AeHb, 250 Mr OAUH pa3 B IeHb, 275 Mr OJIMH pa3 B
nenb, 300 Mr oauH pas B IeHb, 325 Mr OAuH pa3 B IeHb, 350 Mr ouH pa3 B AeHb, 360 Mr oauH
pa3 B neHb, 375 mr oguH pa3 B aAeHb, U 480 mMr oguH pas B neHb. B OogHOM BapuaHTe
ocymectieHus, uHruonrop MDM2 mnpencrasnser coboii coemmaenue Qopmynsl (1) wmm
dopmyner (II). B omHoM BapmanTe ocyuiecTBieHusi, nHruOuTop MDM2 BBIOpaH W3 TPYIIIIBI,
cocrositei coenraenust popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJHHA-3, HyT/IWHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmanesTiuuecku npruemiieMbIx cojieil. B omHoOM

BapUaHTe OCyIIecTBIeHMs, MHruourop MDM2 BbiOpaH U3 TPyNIbl, COCTOSALIEH COETUHEHUS
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dopmyst (1), popmyast (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (apmarnieBTHUECKH TPUEMIIEMBIX COJIEH.

[147] B omHOM BapHuaHTe OCYLIECTBJICHUS, HACTOSIIEEe N300pETEHIEe OTHOCUTCSI K CIIOCOOY
neueHuss MPN y uenoBeka, KOTOpBIM BKJIIOYAET CTAAUI0 BBEACHUS YKA3aHHOMY 4YEJIOBEKY
TepaneBTHUecKu 3(pdexTuBHOro konuuectsa uHruOutopa MDM2 wnu ero ¢apmauneBTudecku
npuemiemoii conu, rae MPN BeIOpaH 13 IpyIibl, COCTOSLIEH N3 UCTUHHOM nomuimtemud (PV),
scceHnraibHoi TpomOouutemun (ET) m mepBuunoro mmenodubposa, rae TepameBTHUECKH
3¢ dexTUBHOE KOJMYeCTBO cocTtaByisieT 120 Mr omuH pas B JAeHb. B OnHOM BapuaHTe
ocywectBieHus, uHruourop MDM2 mnpencraBnser coboii coemunenue ¢opmynsl (I) wm
dopmyiner (II). B omHoM BapuaHTe ocylnecTBieHusi, nHrHOuTop MDM2 BBIOpaH M3 TPYIIIIBI,
cocrositei coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronuna, HDM201, RG7112,
CGMO097A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJIUHA-3, HyTJIMHA-3a, HyTinHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmareBTiueckn npruemMieMbIx cojieii. B omHOM
BapUaHTE OCYINECTBJIEHUs, MHruOutop MDM2 BeIOpaH W3 TPYNIBI, COCTOSILIEH COCTUHEHHS
dopmysl (1), popmyast (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (papmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[148] B omHOM BapuaHTe OCYIIECTBJICHUS, HACTOSIIEEe U300PETEHHEe OTHOCUTCSI K CIIOCO0Y
neueHuss MPN y uenoBeka, KOTOpBIM BKJIIOYAET CTAUI0 BBEIACHUS YKA3aHHOMY YeEJOBEKY
TepaneBTHUeCKH 3(pdekTuBHOro KommuecTsa uHruOuTopa MDM2 wnu ero ¢apmaneBTudecku
npuemiemMoii conu, rae MPN BbIOpaH 13 rpymiibl, cOCTOsIIEH U3 UCTHHHON nommiuremuu (PV),
scceHnuanbHoi TpomOountemun (ET) u mepBuuHOro mmenoduOposa, rae TeparneBTHYECKU
3¢ PeKTHBHOE KOJNUECTBO BHIOPAHO U3 TPYIIIBI, COCTOSIIIEH u3 15 Mr nBa pa3s B ieHb, 25 Mr aBa
pa3 B aeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr 1Ba pa3 B AeHb, 60 Mr ABa pa3 B IeHb, /5 MI [1Ba pa3 B
neHb, 90 mr n1Ba pa3 B AeHb, 100 Mr aBa pa3 B geHb, 120 mr 1Ba pa3 B AeHb, 150 Mr aBa pa3 B IeHb,
175 wmr nBa pa3 B aenb, 180 mMr nBa pa3 B AeHb, 200 Mr aBa pa3 B A€Hb, 225 Mr 1Ba pa3 B AeHb, 240
MT JBa pa3 B AeHb, 250 Mr 1Ba pa3 B A€Hb, 275 Mr 1Ba pa3 B ieHb, 300 Mr ABa pa3 B A€Hb, 325 Mr
IBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pas B IeHb, 375 Mr Ba pa3 B IeHb, U 480 mr
IBa pas B IeHb. B ogHOM BapuaHTe ocyluecTieHus, uHruoburop MDM?2 mpencrasisier coboi
coequHenue Gopmyisl (I) wiu ¢popmynsl (I). B onHOM BapuaHTe OCYIIECTBIEHUS], UHTUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmydsl (I), ¢popmymnsr (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTiuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
npueMIIeMBIX colieil. B omHOM BapuaHTe ocymecTBieHus1, THruoutop MDM?2 BeIOpaH U3 rpymimsl,
cocrositert coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
MIPUEMJIIEMBIX COJIEH.

[149] B omHOM BapHaHTe OCYLIECTBJICHUS, HACTOSIIEEe N300PETEHHEe OTHOCUTCSI K CIIOCOOY

neyeHuss MPN y 4yenoBeka, KOTOPBIM BKJIIOYAET CTAAUI0 BBEICHUS YKAa3aHHOMY 4YeEJOBEKY
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TepaneBTHUeCKH 3P dekTuBHOrO KommuecTBa uHruoOuTopa MDM2 wnu ero ¢apmaneBTudecku
npuemiemMoii conu, rae MPN BbIOpaH 13 rpymiibl, cOCTOsIIEeH U3 UCTHHHOM nommiuremuu (PV),
scceHnuanbHOil TpomOounTemuu (ET) m mepBuuHoro mmenodudposa, rae TeparneBTHYECKU
s¢¢exTuBHOE KONMYecTBO coctaBiusier 120 Mr ngBa pa3 B JAeHb. B ongHOM BapuaHTte
ocyuectieHus, uHruourop MDM2 mnpencraBniser coboii coemunenue ¢opmynbl (1) wim
dopmyner (II). B ogHOM BapmanTe ocyuectBieHusi, uHruoutop MDM?2 BbIOpaH W3 TpyIHIIbL,
cocrositei coenunenus: popmyunl (I), popmynsr (1), RG7388, rpunronuna, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJUHA-3, HyTJIIMHA-3a, HyTJinHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmareBTrueckn nprueMiIeMbIx cojieii. B omHOM
BapUaHTE OCYINEeCTBJIeHUs, MHruOutop MDM2 BeIOpaH W3 TPYNIbI, COCTOSILIEH COCTUHEHUS
dopmyasl (1), popmyasl (IT), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (papmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[150] Uurudurop MDM2 unu ero ¢gapmaneBTUYECKH MPUEMIIEMYIO COJIb MOKHO TaKKe
NPUMEHATh B KOMOWHAIIMM C JIy4eBOH Tepamnued, TOPMOHANBHOW Tepamuel, XUpyprued u
UMMYHOTEpAITNE, I7ie JaHHbIE CIIOCOObI JIEYEHUS] XOPOIIO M3BECTHBI CIIELHANNCTAM B JAHHON
oOmacti TexHHWKH, s JedeHuss MPN, BBIOpaHHOTO W3 TPYMIBI, COCTOSIIEH W3 HCTUHHON
nomuuuremnn  (PV),  wmmenodpuOposa, mnepsuuHoro muenoguOposa, TPOMOOLUTEMHH,
scceHnuanbHol  TpomOomuremun (ET), wunmomatmueckoro wmuenodgudposa, CHCTEMHOTO
macrormrosa (SM), xpornueckoii HeHTpodupHOH neiikemun (CNL), MuenoaucmiacTuaeckoro
cuapoma (MDS), cucremnoro 3aboneBanust TyuHbelx kierok (SMCD). B omnom BapuanTe
ocyIIecTBIIeH!s, MUeIo(hUuOpo3 BbIOpaH U3 IPYMIIbI, COCTOALIEH U3 MEPBUYHOrO Muenopudposa
(PMF), muenodubposa nocne uctuaHon nommnutemun (noct-PV MF) u muenopudposa nocie
scceHMaidbHOi Tpombomutemun (noct-ET MF). B omHOM BapuaHTe OCYIIECTBIICHHS,
nepBu4HbIil  Muenopudbpos (PMF) BeiOpan u3 rpynmbl, cocrosimedi u3 npendudpo3HOro
PFM/PFM panneii craguun u PFM BbeipaxenHo# ¢uOpo3Hoii craauu. B omHOM BapuaHTe
ocywmecteineHus, MPN BbiOpaH M3 Tpymmbl, COCTOSIIIEH M3 XPOHUUYECKOH HEHTpo(HIbHON
neiikemuu (CNL), XxpoHHMYECKOH 303MHO(HIIbHON JISHKEMHHU, XPOHUYECKOH MHUEJIOMOHOLIUTAPHON
neiikemun (CMML), arunuano#l XpoHudeckoit muenonnaHol jaeiikemun (aCML), roBEHIIIbHON
MuesnoMoHoLuTapHoi Jeiikemun (JMML), runepsosunodupHbeix curgpomos (HES), u
MUEJIOTUCTUIACTUYECKUX/MUENIONPOTU(EPaTUBHBIX ~ HOBOOOPA30BaHUH C  KOJIBLIEBHIHBIMHU
cunepodnacramu u TpomdoruTozom (MDS/MPN-RS-T).

CriocoObl tedeHnst XpoHUUeCKO MueoreHHo efikemun (CML) u ocTpoii MuenoreHHoH
netikemnu (AML)

[151] Hacrosimee wu300peTeHHe OTHOCHTCS K Crocoly JieUeHHs XPOHUYECKOH
muenorenHol yerikemun (CML), BKIIFOYAIOMEMY CTQIWIO BBEICHUS HYKIOAIOIIEMYCS YEJIOBEKY
WHTHOUTOPA FOMOJIOTA MBIIIIMHOTO ABOMHOTO MuKpodenka 2 (MDM?2), wnu ero hapmMarieBTHIeCKH
npuemiieMoii conu. B onHoM BapuaHTe ocyiiecTsienus, tHruontrop MDM?2 npencrasisier coboit
coequHenne Gopmyisl (I) wiu ¢popmynsr (II). B onHOM BapuaHTe OCYIIECTBIEHUS], HHTHOUTOP

MDM?2 BbiOpaH u3 rpynmsl, coctosiei coenuHenus ¢opmyasl (I), popmynsr (II), RG7388,
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tpunronuaa, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux gapmaneBTudecku
npuemMiIeMbIX cojieil. B omHOM BapuanTe ocyuiectBieHus:, THruountop MDM?2 BeIOpaH U3 rpynimsl,
cocrosien coenunenust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUECKH
npueMieMblx cojiedl. B omHOM BapuwanTe ocyuiectBieHus, uHruobutop MDM2 BBOIAT B
JO3UPOBKE, BBIOPAHHOM M3 IPYIIIbI, COCTOSIIIEH 13 15 MI OJIuH pa3 B A€Hb, 25 MI" OZIUH pa3 B JI€Hb,
30 mMr onuH pa3 B 1eHb, S0 Mr oAuH pa3 B AeHb, 60 Mr OZIMH pa3 B €Hb, /5 MI OJIUH pa3 B JI€Hb,
90 mr onuH pas B AeHb, 100 Mr onuH pas B ieHb, 120 Mr ouH pa3 B AeHb, 150 Mr olUH pas3 B A€Hb,
175 mr oquH pa3 B aensb, 180 mr oguH pas B aeHb, 200 Mr OnuUH pa3 B A€Hb, 225 MI OIMH Pa3 B
neHb, 240 Mr oauH pas B AeHb, 250 Mr OfuH pa3 B IeHb, 275 Mr OJuH pa3 B aAeHb, 300 Mr oauH
pa3 B ieHb, 325 Mr oAMH pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 Mr OnUH pa3 B AeHb, 375 Mr
OZMH pa3 B AeHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr aBa pa3 B ieHb, 30 Mr 1Ba
pa3 B AeHb, SO mr nBa pa3 B AeHb, 60 Mr ABa pa3 B AeHb, 75 Mr 1Ba pa3 B IeHb, 90 Mr 1iBa pas B
nenb, 100 Mr nBa pa3 B nesb, 120 mr aBa pa3 B neHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 Mr nBa pa3 B nenb, 200 Mr ABa pa3 B aeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr niBa pas B IeHb, 275 Mr ABa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pas B
neHb, 350 Mr aBa pas B AeHb, 360 Mr ABa pas B AeHb, 375 Mr ABa pa3 B 1eHb, U 480 Mr ABa pas B
neHb. B omHOM BapmaHTe oOcymecTBieHHs, MHruOuTop MDM2 BBOAAT 4YENOBEKY COIJIACHO
naparpady “J{o3upOBKHU U PEKUMBI TO3UPOBAHUS .

[152] Hacrosiimee wn300peTeHHe OTHOCUTCS K MPUMEHEHHIO HHTHOWTOpa TOMOJIOTa
MBIIIUHOTO J1BOMHOTO MuUKpoOenka 2 (MDM2) unu ero ¢gapmaneBTUYECKU MPUEMIIEMOH COJH,
IUIsl JIeYeHUs] XpOHMYeckod muenoreHHo jeiikemuu (CML) y Hykmaromierocsi 4yeinoBeka. B
OHOM BapHaHTe OCyllecTBIeHus, uHruoutop MDM2 mnpencrasisier coboil coequHEHHE
dbopmy sl (I) wiu popmyiel (I1). B oqHOM BapuanTe ocyiecTBieHust, *HruOuTop MDM?2 BBIOpaH
u3 rpynnbl, cocrosimel coenuHenus ¢gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux papmaneBTu4ecku
npUeMIIEMBIX coJieil. B omHOM BapuaHTe ocyiecTBieHus1, THruoutop MDM?2 BbIOpaH U3 Ipymiibl,
cocrositiert coenuHerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmarneBTudecku
npuemMiIeMbIX cosieli. B omHOM BapmaHTe ocCyliecTBieHusi, uHruoutrop MDM?2 BBOzmAT B
JO3UPOBKE, BRIOPAHHOM U3 TPYIIIIBI, COCTOSIIIEH 13 15 Mr OJIuH pa3 B A€Hb, 25 MI OJIUH pa3 B JICHb,
30 mMr onuH pa3 B aeHb, S0 Mr oAuH pas B AeHb, 60 MI OIMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 mr oxnuH pas B AeHb, 100 Mr onuH pas B feHb, 120 Mr oguH pas B AeHb, 150 Mr oiuH pas3 B A€Hb,
175 mr oguH pa3 B aenb, 180 mr oguH pa3 B aeHb, 200 Mr onuH pa3 B A€Hb, 225 MI OIMH Pa3 B
neHb, 240 Mr oauH pas B AeHb, 250 Mr OuH pa3 B IeHb, 275 Mr OJuH pa3 B aAeHb, 300 Mr oauH

pa3 B eHb, 325 Mr OAMH pa3 B AeHb, 350 Mr OnMH pa3 B AeHb, 360 Mr OIUH pa3 B A€Hb, 375 Mr
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OZMH pa3 B AeHb, 480 Mr oAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr 1Ba pa3 B IeHb, 30 Mr 1Ba
pa3 B aeHb, SO mr nBa pa3 B AeHb, 60 Mr ABa pa3 B A€Hb, 75 MI 1Ba pa3 B eHb, 90 Mr 1iBa pas B
nenb, 100 mr nBa pa3 B nenb, 120 mr aBa pa3 B nenb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 mr nBa pas B nenpb, 200 Mr ABa pa3 B neHb, 225 Mr ABa pa3 B AeHb, 240 Mmr 1Ba pas B
neHb, 250 Mr nBa pas3 B eHb, 275 Mr 1iBa pa3 B eHb, 300 Mr nBa pa3 B ieHb, 325 Mr aBa pas B
neHb, 350 Mr 1Ba pa3 B ieHb, 360 Mr 1Ba pa3 B IeHb, 375 MI 1Ba pa3 B AeHb, U 480 Mr ABa pa3 B
neHb. B omHOM BapumaHTe ocCymiecTBieHHs, MHruOmTop MDM2 BBOAAT 4YEJIOBEKYy COIJIACHO
naparpady “Jlo3upOBKHU U PEKUMBI TO3UPOBAHUS .

[153] Hacrosimee u3o0peTeHre OTHOCHTCS K CIOCOOY JIeYeHHsT OCTPOH MHUEJIOTeHHOU
neiikemuu (AML), BKIIIOHYAIOMIEMY CTaJWIO BBEACHHS HYKIAIOIIEMYCs YEJIOBEKY HHTHOUTOpA
rOMOJIOTa MBIIIMHOTO ABOWHOro Mmukpodenka 2 (MDM2) wnm ero (¢apmaneBTHUECKH
npuemiieMoii conu. B omHOM BapuaHTe ocyiiecTsieHus, HHTHOuTop MDM?2 npencrasisier coboi
coequnenune Gopmyisl (I) wiu ¢popmynsl (I). B onHOM BapuaHTe OCYIIECTBIEHUS], UHTHOUTOP
MDM?2 BbiOpan w3 rpynmbl, coctosmen coenuHenus Gopmyasl (I), ¢popmymnsr (1), RG7388,
tpunrronaa, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmaneBTudecku
npueMIIeMBIX coieil. B omHOM BapuanTe ocymecTBieHus:, THruoutop MDM?2 BeIOpaH U3 rpynimsl,
cocrositert coenunenust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢dapmarneBTudecku
npuemiieMbIX cosieii. B ogHOM BapmaHTe ocyuiecTBieHusi, uHruourop MDM?2 BBOzmAT B
JO3UPOBKE, BBIOPAHHOM U3 TPYIIIIbI, COCTOSIIIEH 13 15 Mr oJiuH pa3 B A€Hb, 25 MI" OZIUH pa3 B JI€Hb,
30 mMr onuH pa3 B neHb, S0 Mr oauH pas B AeHb, 60 Mr OMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 mr oauH pa3 B AeHb, 100 Mr oguH pas B AeHb, 120 Mr oguH pas B AeHb, 150 Mr oguH pas B eHb,
175 mr onun pa3 B aeHb, 180 Mr oguH pa3 B AeHb, 200 Mr oauH pa3 B A€Hb, 225 MI OJUH pa3 B
neHb, 240 Mr oauH pa3 B IeHb, 250 Mr OfUH pa3 B IeHb, 275 Mr OJuH pa3 B AeHb, 300 Mr oauH
pa3 B leHb, 325 Mr oaMH pa3 B AeHb, 350 Mr onuH pa3 B AeHb, 360 Mr OIUH pa3 B AeHb, 375 mr
OZMH pa3 B AeHb, 480 Mr OAuH pa3 B IeHb, 15 Mr 1Ba pa3 B IeHb, 25 Mr Ba pa3 B IeHb, 30 Mr 1Ba
pa3 B AeHb, SO Mr n1Ba pa3 B AeHb, 60 Mr ABa pa3 B Ie€Hb, 75 Mr JBa pa3 B ieHb, 90 Mr 1iBa pas B
nenb, 100 Mr nBa pa3 B nenb, 120 mr aBa pa3 B aeHb, 150 mr aBa pa3 B AeHb, 175 mr nBa pas B
nenb, 180 Mr nBa pa3 B nenb, 200 Mr ABa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pas B
neHb, 250 Mr niBa pa3 B IeHb, 275 Mr ABa pa3 B AeHb, 300 mr ABa pa3 B AeHb, 325 Mr 1Ba pas B
neHb, 350 Mr aBa pas B AeHb, 360 Mr ABa pas B AeHb, 375 Mr ABa pa3 B eHb, U 480 Mr ABa pas B
neHb. B omHOM BapmaHTe OCymecTBieHHs, MHrHOMTOop MDM2 BBOAAT 4YENOBEKY COTJIACHO
naparpady “J{o3upOBKYU U PEKUMBI TO3UPOBAHUS .

[154] Hacrosiimee wn300peTeHHe OTHOCUTCS K MPUMEHEHHIO HHTHOWTOpa TOMOJIOTa
MBILIFMHOTO ABOHHOTO MUKpoOenka 2 (MDM?2) unu ero papmMaLieBTHUECKH TPUEMIIEMO COIH AJIs
JIeYeHHsI OCTPOH MuestoreHHoi nerikemun (AML) y Hy>kparomerocs uenoBeka. B omHom Bapuanre
ocymectieHus, uHruourop MDM2 mnpencrasnser coboii coenunenue Qopmynsl (I) wmum

dopmynsr (II). B onHom BapuanTte ocyiuecTBieHusi, HHruoutop MDM?2 BeiOpaH W3 TpyIb,
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cocrositei coenunenus popmysl (I), popmynsr (II), RG7388, rpunromuna, HDM201, RG7112,
CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJHHA-3, HyT/IWHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢gapmaueBTuiecku npueMieMslx coseil. B onnom
BapUaHTe OCYyLIeCTBIEeHUs, HHruoOuTop MDM2 BbIOpaH M3 TPYNIbI, COCTOSAIIEH COCTMHEHHS
dopmyasl (1), popmyast (IT), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaueBTHueckn nprueMiIeMsIx coneil. B oqaom
BapUaHTE OCYIIECTBJICHUs, MHrHOuTOp MDM2 BBOISAT B JO3UPOBKE, BHIOPAHHOW W3 TPYIIIIHI,
cocrositiel u3 15 Mr oauH pas B A€Hb, 25 MT OJIMH pa3 B AeHb, 30 MI OIMH pa3 B AeHb, SO Mr OuH
pa3 B neHb, 60 Mr oiuH pa3 B A€Hb, 75 MT OMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr onuH
pa3 B neHb, 120 Mr onuH pas3 B AeHb, 150 Mr onuH pas B AeHb, 175 mMr onuH pas B AeHb, 180 mr
OZMH pa3 B ieHb, 200 Mr OIMH pa3 B IeHb, 225 Mr OJIUH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250
MTI OAIWH pa3 B JIeHb, 275 Mr oauH pa3 B feHb, 300 Mr OIUH pa3 B A€Hb, 325 MI OIMH pa3 B JE€Hb,
350 mr oauH pa3 B feHb, 360 Mr oiMH pa3 B A€Hb, 375 Mr OAWH pa3 B AeHb, 480 Mr oMH pa3 B
IeHb, 15 Mr aBa pas B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr ABa pa3 B 1eHb, SO Mr 1Ba pa3 B AeHb, 60
MT JIBa pa3 B €Hb, 75 Mr aBa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 mr nBa pa3 B AeHb, 120 mr
1Ba pas B AeHb, 150 Mr 1Ba pa3 B aeHb, 175 Mr nBa pa3 B neHb, 180 mr asa pas B nesb, 200 mr nsa
pa3 B neHb, 225 Mr aBa pas B 1eHb, 240 mr aBa pa3s B aeHb, 250 Mr 1Ba pas B IeHb, 275 Mr 1Ba pas
B neHb, 300 mr ABa pa3 B 1eHb, 325 Mr ABa pas B 1eHb, 350 mr nBa pa3 B aAeHb, 360 Mr aBa pas B
neHb, 375 mr aBa pa3 B AeHb, U 480 Mr ABa pa3 B AeHb. B OIHOM BapuaHTE OCYLIECTBJICHUS,
uHruburop MDM2 BBOmAT uyenoBeky corjacHo mnaparpady “JIo3MPOBKHM U PEXUMBI
NO3UPOBAHUS .

Cnoco0bl ieueHnst XpOHMYECKOH KapIMHOMBI M3 KJIETOK Mepkerst

[155] Hacrosiiee n3o0peTeHre OTHOCUTCS K CIOCO0Y JIeYeHHsT KapLUHUHOMBI U3 KJIETOK
Mepkenss (MCC), BKIIOHAIOLIEMY CTaIUI0 BBEIEHHUS HYXAAIOLIEMYCsl YeJIOBEKY HMHTHOUTOpA
rOMOJIOTa MBIIIMHOTO ABOWHOTO Mukpodenka 2 (MDM2) wuim ero (apmaneBTHUECKH
npuemiieMoii conu. B omHOM BapuaHTe ocyiiecTsieHus, tHrHOuTop MDM?2 npencrasisier coboi
coequnenue Gopmyinl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIEHUS], HHTUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosimei coenuHenus Gopmydsl (I), ¢popmynsr (1), RG7388,
tpunrronraa, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTiuHa-3a, HyTinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmaneBTu4ecKu
npueMIIeMBIX colieil. B omHOM BapuaHTe ocymecTBieHus1, THruoutop MDM?2 BeIOpaH U3 rpymisl,
cocrositert coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmaneBTudecku
npuemMiIeMbIX cosieii. B omHOM BapmaHTe ocyuiecTBieHusi, uHruoutrop MDM?2 BBOzmAT B
JIO3UPOBKE, BRIOPAHHOM U3 TPYIIIIBI, COCTOSIIIEH 13 15 Mr oJIuH pa3 B A€Hb, 25 MI OZIUH pa3 B JICHb,
30 mMr onuH pa3 B neHb, S0 Mr oAuH pas B AeHb, 60 MI OIMH pa3 B A€Hb, /5 MI OJIUH pa3 B JI€Hb,
90 Mr onuH pas B AeHb, 100 Mr onuH pas B feHb, 120 Mr oguH pas B aeHb, 150 Mr oiuH pas B A€Hb,

175 mr oguH pa3 B aenb, 180 mr oguH pa3 B aeHb, 200 Mr onuH pa3 B A€Hb, 225 MI OIHH Pa3 B
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neHb, 240 Mr oauH pas B AeHb, 250 Mr OuH pa3 B IeHb, 275 Mr OuH pa3 B aAeHb, 300 Mr oauH
pa3 B IeHb, 325 Mr OaMH pa3 B AeHb, 350 Mr OnMH pa3 B AeHb, 360 Mr OIUH pa3 B A€Hb, 375 Mr
OZMH pa3 B feHb, 480 Mr oAuH pa3 B 1eHb, 15 Mr 1Ba pa3 B 1eHb, 25 Mr 1Ba pa3 B IeHb, 30 Mr 1Ba
pa3 B AeHb, SO mr nBa pas B AeHb, 60 Mr ABa pa3 B €Hb, 75 MI 1Ba pa3 B 1eHb, 90 Mr 1Ba pas B
neHb, 100 Mr nBa pa3 B neHb, 120 Mr nBa pa3 B neHb, 150 mr nBa pa3 B nesb, 175 mr aBa pas B
nenb, 180 Mr aBa pa3 B geHb, 200 Mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr 1Ba pa3 B
neHb, 250 Mr nBa pas B eHb, 275 Mr 1iBa pa3 B eHb, 300 Mr n1Ba pa3 B IeHb, 325 Mr aBa pas B
neHb, 350 Mr aBa pa3 B AeHb, 360 Mr ABa pa3 B AeHb, 375 Mr aABa pa3 B ieHb, U 480 Mr ABa pa3 B
neHb. B omHOM BapuaHTe OCylecTBiieHHs, MHrHOMTOp MDM2 BBOAAT 4YENOBEKY COIJIACHO
naparpady “J{o3upOBKHU U PEKUMBI TO3UPOBAHUS .

[156] Hacrosiimee w300peTeHHe OTHOCUTCS K MPUMEHEHHIO HHTHOWTOpa TOMOJIOTa
MBILIMHOTO ABOHHOTO MUKpoOenka 2 (MDM?2) unu ero papMaLeBTHUECKH PUEMIIEMO COITH AJIst
JiedeHus: KapuuHOMBI U3 Ki1eTok Mepkenst (MCC) y Hyskaaromierocs 4eyiopeka. B omHoM BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyner (II). B omHoMm BapmaHTe ocyuiecTBieHusi, nHruOutop MDM?2 BBIOpaH W3 TPYIIIIBI,
cocrositeit coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJHHA-3, HyT/IWHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmarnesTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTe OCYyIIEeCTBJIEHHs, MHruoutop MDM2 BbIOpaH W3 TPyNIbI, COCTOSALIEH COCTUHEHUS
dopmysl (1), popmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTudecku npuemMieMbIx coiieil. B onnom
BapUaHTe OCYINECTBIEeHUs, nHruoutop MDM?2 BBOAST B AO3UPOBKE, BHIOPAHHOI W3 TPYIIIBL,
cocrosien u3 15 Mr oguH pas B ieHb, 25 MI OJIUH pa3 B IeHb, 30 MI OIMH pa3 B A€Hb, SO MI OAH
pa3 B AeHb, 60 MI OZIUH pa3 B IeHb, 75 MI OAMH pa3 B AeHb, 90 Mr oauH pas B AeHb, 100 Mr onux
pa3 B neHb, 120 mMr onuH pas3 B AeHb, 150 Mr onuH pas B AeHb, 175 Mr onuH pas B AeHb, 180 mr
OZUH pa3 B ieHb, 200 Mr oIMH pa3 B IeHb, 225 MI OJIMH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250
MTI OAIMH pa3 B JIeHb, 275 Mr oauH pa3 B feHb, 300 Mr OZIMH pa3 B A€Hb, 325 MI OIMH pa3 B J€Hb,
350 mr oauH pa3 B neHb, 360 Mr oivH pa3 B A€Hb, 375 Mr OAUH pa3 B AeHb, 480 Mr oMH pa3 B
IeHb, 15 Mr 1Ba pas B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr ABa pa3 B ieHb, SO Mr 11Ba pa3 B AeHb, 60
MT JIBa pa3 B J€Hb, 75 Mr aBa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 mr nBa pa3 B AeHb, 120 mr
1Ba pas B AeHb, 150 Mr 1Ba pa3 B AeHb, 175 Mr nBa pa3 B feHb, 180 mr aBa pa3 B nenb, 200 mr nsa
pa3 B neHb, 225 Mr aBa pas B ieHb, 240 mr nBa pas B AeHb, 250 Mr 1Ba pas B IeHb, 275 Mr 1Ba pas
B neHb, 300 mr ABa pas B 1eHb, 325 Mr ABa pa3 B aeHb, 350 Mr nBa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr aBa pas B AeHb, U 480 Mr aBa pa3 B AeHb. B OIHOM BapuaHTe OCYLIECTBJICHUS,
uHruburop MDM2 BBOmAT uYenoBeKy corjacHo mnaparpady “JIo3MpOBKHM U PEKUMBI
NO3UPOBAHUSA .

Wuruburop MDM?2

[157] Coenunenune Gopmyinsl (I) umeer CTpyKTypy M Ha3BaHUE, MOKA3aHHOE HUXKE.

[158] 2-((3R,5R,65)-5-(3 -xJopbeHn)-6- (4-xmopdenun)- 1-((S)-1-
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(m3onponmcyab(pOHMII)-3-MeTUIIOY TaH-2-11)-3 -METHII-2-OKCOIUITEPUINH-3 -1 ) yKCY CHAsI

KHUCJIOTa:

@

[159] Cunre3 coenunenusi (opmyner (I) mpuBeneH B MEXIYHAPOOHBIX 3asSBKAX:
WO02011/153509 u WO2014/200937; matenrax CIIIA Ne 8569341; 9593129, 9296736, 9623018;
9757367, 9801867, 9376386, u 9855259, onucaHue KOTOPBIX BKJKOYEHO B HACTOSALIEE
n300peTeHNe ¢ TOMOIIBIO CCHUIKU BO BCEU CBOEH MOJHOTE.

[160] B onHOM BapuaHTe ocyuiecTBieHusi, coennaerne ¢opmyisl (I) mmm ¢popmynsr (1)
HaxonuTcst B amopdHol ¢opme. B ogHOM BapuaHTe ocyliecTBiieHUs, HHruoOutop MDM?2
npexacrasisieT coboit coenunenue Gopmydel (1) nmu popmyier (II) B kpucrammmueckoit popme. B
OJHOM BapHWaHTe oOcylecTBiIeHnss, uHruoutop MDM2 mnpencraBnser coOol coequHEHHE
dopmynsr (I) B kpucrammdeckoii O0e3BomHON ¢opme. B omHOM BapuaHTe OCYIIECTBICHUS,
uHrnOurop MDM2 mpencrasisier coboii coenunenue ¢opmynbsl (I) B kpucTaiummaeckoit
0e3BonHON (opMe, XapaKTEePU3YIOIIEHCs MOPOIIKOBOW IU(PPAKIMOHHONW PEHTTeHOTPaMMOIA,
cozepikaliee MUKU mpu yriax audpakuuu 2 teta B rpaaycax npudmusurtenbHo 11,6, 12,4, 18,6,
19,0, 21,6 u 23,6. B ogHOM BapuaHTe ocyuiecTBieHus, nHruonTop MDM2 npencrasinsier coOoi
coenuHenue ¢opmyinsl (I) B kpuctaymmmueckoli 0e3BogHON (opMe, MMEIOIell PeHTIeHOBCKYIO
aupakTorpaMmy, MO CYIIeCTBY Kak Ioka3aHo Ha ¢(urype 1. Croco0 mosydeHust AaHHOM
KPHUCTAJUTHUECKOi (OpMBbI OMUCaH B MekAyHapomaHou 3asBke W02014200937, omucanue
KOTOPOH BKJIFOYEHO B HACTOsIIee N300peTeHNe ¢ TOMOLIBIO CCBUIKH BO BCEH CBOEH MOJIHOTE.

[161] B omHom BapuaHTe ocyluecTBieHus, UHruoOurop MDM2 mnpencrasniser coboii

coenunenue popmyiel (II), umeromee CTpyKTypy U Ha3BaHHE, IOKA3aHHbIE HIDKE.

COOH
OMe

(1D

4-(2-((3R,5R,6S)-1-((S)-2-(Tper-OyTrncynbh oHU)- | -IUKIOTP OIS T )-6-(4-X110p-3 -
dropdernn)-5-(3-xaopdenn)-3-MeTniI-2-0KCONMUNEPUANH-3 - U1 )alleTaMHUII0)-2-
METOKCUOEH3011Has KHCIIOTA.

[162] ITony4yenue coenunenust popmynsl (II) mpuseneno B marente CIIIA Ne 8952036,
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OIHCaHUE KOTOPOrO BKJIIOUEHO B HACTOsIIEEe M300peTeHHe ¢ MOMOIIBIO CCUIKM BO BCEH CBOEH
HIOJIHOTE.
RG7388 (npazanyTivg)

[163] B onmHom BapmaHTe ocyiuecTBiieHHs, uHruourop MDM2 npencrasnser coboit

RG7388. RG7388 numeer XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKA3aHHbIE KaK:
[164] 4-[[(2R,3S,4R,5S)-3-(3-xn0p-2-pTopdennn)-4-(4-xn0p-2-propdeHun )-4-unaHo-5-

(2,2-mMeTHIIPOITII ) TP POTUANH-2-KapOOHHI |aMHHO | -3-MeTOKCHOEH30HHast KUCIIOTa
O OH

Tpunroana (PG490)

[165] B omHom BapmaHTe ocyiuecTBiieHUs, HHruoOurop MDM2 mnpencrasiser coboi
TpunToaua. TpUNTONUA UMEET XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKa3aHHBIC KaK:

[166] (5bS,6aS,7aS,8R,8aR,9aS,9bS,10a8S,10bS)-8-runpokcu-8a-msonpomnmi-10b-meTr-
2,5,5b,6,6a,8,8a,9a,9b, 1 0b-nexaruapoTpuc(OKCHPEHO) [2',3":4b,5;2",3":6,7;2",3":8a,9]
¢denanrpo[1,2-c]pypan-3(1H)-on

HyTtnun-3a

[167] B onmHom BapuaHTe OcCylecTBieHHs, UHruOurop MDM2 mnpencrasniser coboii
HyT/IuH-3a. HyTnnH-3a nMeeT XUMHUYECKyI0 CTPYKTYPY M Ha3BaHHUE, MOKa3aHHbBIE KaK:

[168] 4-[(4S,5R)-4,5-6uc(4-xnopdenmn)-2-(4-meTokcu-2-nponan-2-miokcudenmn)-4,5-

TUTHIPOUMUAA30II- | -kapOoHW [unepa3suH-2-0H

HN, N
N s\ cl
~o o
A
HDM?201

[169] B onmHom BapmaHTe ocyiuecTBiieHHs, MHruourop MDM2 mnpencrasmiser coboi
HDM201. HDM201 umeer XUMUUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK!
[170] (45)-5-(5-xnop-1-mernn-2-oxkconupuans-3-mn)-4-(4-xnoppenunn)-2-(2,4-
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IMMETOKCUITUPUMHANH-S-1T)-3-nponaH-2-mi-4H-mmppono[ 3,4-dJumunaszon-6-oxn

cl
c. N
Basta s
N N —N
/0 0 —0
RG7112

[171] B omHoMm BapuaHTe OCylecTBiIeHHs, UHruOurop MDM2 mnpencrasniser coOoii
RG7112. RG7112 umeer XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKAa3aHHbIE KaK:
[172] [(4S,5R)-2-(4-Tper-OyTun-2-arokcudenn )-4,5-6uc(4-xnopdenmn)-4,5-

IUMETHIMMUAA30- | -1 ]-[4-(3-meTuncyapd oHumponi ) nunepasus- 1 -ui|MeTaHoH

CGMO97A

[173] B onmHoMm BapmaHTe ocyluecTBiieHHs, MHruourop MDM2 mnpencrasiser coboi
CGMO97A. CGMO97A nmMeeT XUMHYECKYIO CTPYKTYPY U Ha3BaHUE, IOKa3aHHbIE KaK:

[174] (15)-1-(4-xnmopdenmn)-6-meTokcu-2-[4-[meTni-[[4-(4-meTwn-3-okconumnepasuH- 1 -

YUT)LIKJIOT€KCHJI | METHII |aMUHO | e HIT | - 7-rTponaH-2-uiIoKCH- 1 ,4- TN uIp ON30X NHOJIMH- 3 -OH
Cl

>
sl
i]

HyTtnun-3

[175] B omHom BapmaHTe ocyluecTBieHus, UHruoOurop MDM2 mnpencrasnser coboi
HyTauH-3. HyTnuH-3 nMeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHUeE, IOKa3aHHbIE KaK:

[176] 4-[4,5-6uc(4-xnopdenmn)-2-(4-MeToKCH-2-nponaH-2-uioKcudp eHmn)-4,5-

OUTHIPOUMUIA30II- | -kapOoHW [unepa3suH-2-0H
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SJ-172550

[177] B ogHOM BapuaHTe ocyluecTBieHusi, nHruburop MDM?2 npencrasisier coboi SJ-
172550. SJ-172550 numeeT XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKa3aHHbIE KaK:

[178] METHUJT 2-[2-xn0p-6-3TOKCH-4-[(3-MeTHI-5-0KCc0- | -permnmupazon-4-

WIHJIeH)MeTH |peHOKCH [areTaT

(o]
QN

SAR405838 (MI-77301)

[179] B omHoMm BapuaHTe ocCyliecTBieHus, uHruoburop MDM?2 mnpencrasnsier coboit
SAR405838. SAR405838 umeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKa3aHHbIE KaK:

[180] (2'R,3R,3'S,5'S)-6-x70p-3"-(3-x710p-2-PpTOpdhenun)-5'-(2,2-numerunmnponui)-N-(4-

TCUAPOKCHULIMKIIOreKCHIT)-2-0okcocriupo| 1 H-unmoun-3,4'-nmupponuaut]-2'-kapOokcamu
p p pp p

MI-773

[181] B omHOM BapmaHTe ocymecTBieHus, uHruoutrop MDM2 npencrasisier coboii MI-
773. MI-773 uMeeT XUMUYECKYI0 CTPYKTYPY U Ha3BaHHE, TIOKA3aHHBIE KaK:

[182] (2'R,3S,3'S,5'R)-6-x710p-3"-(3-x710p-2-PpTOpdhennn)-5'-(2,2-mumernnnpornun)-N-(4-

TCUAPOKCULIMKJIOTeKCHI)-2-0okcoctiupo| 1 H-unnon-3,4'-nuppoiauaux]-2'-kapOokcamug
p p pp p
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MX69

[183] B omHom BapuaHTe ocyluecTBieHHUs, WHruoOurop MDM2 mnpencrasniser coboii
MX69. MX69 nmeer XUMHUYECKYIO CTPYKTYPY M Ha3BaHUE, TOKA3aHHBIE KaK:

[184] 4-[8-[(3,4-mumeTundenun )cynbhamoni]-3a,4,5,9b-rerparunpo-3H-

LUKJIOTTeHTA[ ¢ [X UHOJTUH-4-1J1 |OeH30WHasT KUCIIOTa

HO™ ~O

YH239-EE

[185] B omHom BapuaHTe ocyuiecTBieHus, uHruoburop MDM?2 mnpencrasnsier coboit
YH239-EE. YH239-EE nMeer XUMHYECKYIO CTPYKTYPY U Ha3BaHUE, IOKA3aHHbBIC KAK:

[186] ST 3-[2-(Tper-OyTunamuno)-1-[(4-xnophenmn)metnndopmMuIaMuHo | -2-

okcoaTw|-6-x510p- 1 H-nHnoma-2-kapbokcunat

a8

N__O

o4

N
H
X

O
NH N

Cl

RO8994

[187] B omHom BapmaHTe ocyluecTBiieHHUs, MHruoOurop MDM2 mnpencrasniser coboi
RO8994. RO8994 nmeer XMMUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKAa3aHHbIE KaK:

[188] (2'R,3R,3'S,5'S)-N-(4-kapbamounn-2-merokcudenmn)-6-xaop-3'-(3-xaop-2-
dropdhennn)-5'-(2,2-numerunnponmi)-2-okcocrupo| 1 H-unnon-3,4'-nmupponuann|-2'-

kapOokcamuzg
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Hyrtnus-3b

[189] B onmHom BapmaHTe ocyluecTBieHus, WHruoOurop MDM2 mnpencrasnser coboi
HyTauH-3b. HyTnuH-3b nMeeT XUMHYECKYIO CTPYKTYPY U Ha3BaHHE, MOKA3aHHbIE KAK:

[190] 4-[(4R,55)-4,5-6uc(4-xnopdenmn)-2-(4-meTokcu-2-nponan-2-miokcudenmn)-4,5-

TUTHIPOUMUAA30II- | -kapOoHW [unepa3suH-2-0H

Cepnemeran (JNJ-26854165)
[191] B onmHom BapuaHTe ocyuiecTBieHus, uHruoburop MDM?2 mnpencrasnsier coOoit
Cepnemeran. CepaeMeraH UMeeT XUMHUECKYIO CTPYKTYPY U Ha3BaHHE, TOKA3aHHbIE KaK:

[192] 1-N-[2-(1H-ungon-3-un)atun |-4-N-nupuaun-4-undenson-1,4-nuamux

H

N

YV

HN
NH
\
N
NSC59984

[193] B onmHom BapmaHTe ocyluecTBiieHHs, MHruourop MDM2 mnpencrasiser coboi
NSC59984. NSC59984 nmeeT XMMHUECKYIO CTPYKTYPY U Ha3BaHHE, IOKA3aHHbIE KaK:
[194] (E)-1-(4-meTunnunepasus- 1 -ui)-3-(5-uutpodypan-2-mn)prop-2-eH-1-ox
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CHEMBL2386350

[195] B omHoM BapuaHTe oOcylecTBieHHUs, UHruoOurop MDM2 mnpencrasniser coboii
CHEMBL2386350. CHEMBL2386350 nMeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKA3aHHbIE
KaK:

[196] 2-[4-[(4S,5R)-2-(4-TpeT-OyTrn-2-3rokcud enun)-4,5-ouc(4-xaoppennn)-4,5-

IMMETHINMUAA301- | -kapOoHm |munepasus- 1 -mn|- 1 -mopdonuH-4-1n3TaHoH

Cl

CGMO0970B

[197] B omHoMm BapuaHTe ocCyliecTBieHUs, uHruoburop MDM?2 mnpencrasnsier coOoit
CGMO0970B. CGMO0970B nMeer XUMHUYECKYIO CTPYKTYPY M Ha3BaHHUE, MOKa3aHHbIE KaK:

[198] (1R)-1-(4-xnopdenun)-6-meTokcu-2-[4-[MeTni-[[4-(4-meTun-3-okconunepasuH-1-

WJT)LIUKJIOTEKCHJI | MeTHJI |aMUHO | pe He |- 7-nipornaH-2-uiioKCu- 1 ,4-AUruap On30X MHOJIMH-3 -0H

Cl (\N/

L OO

MK-8242
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[199] B onHOM BapmaHTe ocyuiecTBieHus, uHrnonrop MDM?2 npencrasinsier coboit MK -
8242. MK-8242 uMmeeT XUMUUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK:
[200] 4-amuHO-1-[(2R,35,4S,5R)-3,4-auruapokcu-5-(ruipOKCUMETHIT ) OKCONaH-2-

W |IUpUMHANH-2-0H

DS-3032

[201] B ogHOM BapuaHTe ocyuiecTByieHusi, uHruourop MDM?2 npencrasmnsier codoit DS-
3032. DS-3032 umeeT XUMUYECKYIO CTPYKTYPY U Ha3BaHHE, IOKA3aHHBIE KaK:

[202] (3'R,4'S,5'R)-N-((3R,6S)-6-kapbamounnrerparunpo-2H-nupan-3-mn)-6"-xnop-4'-(2-
XJI0p-3-pToprupunuH-4-un)-4,4-nuMeTni-2"-okCoaucnupo| HuKIIorekcas-1,2'-muppoauanH-

3',3"-uHnonuH|-5'-kapOokcamun

DS-3032B

[203] B ogHOM BapuaHTe ocyuiecTBiieHusi, uHruourop MDM?2 npencrasisier codoit DS-
3032B. DS-3032B umMeer XUMUYECKYIO CTPYKTYPY U Ha3BaHHE, TOKa3aHHBIE KaK:

[204] (3'R,4'S,5'R)-N-((3R,6S)-6-kapbamounnrerparunpo-2H-nupan-3-mn)-6"-xnop-4'-(2-
XJI0p-3-pToprupunuH-4-uin)-4,4-nuMeTnin-2"-oKkCoauCcupo| HUKIIoreKcaH- 1, 2'-muppoaunH-

3',3"-uHnonuH|-5'-kapOokcamua 4-MeTUIIOSH30JICYIb(OHAT

\\ _OH

ol

NH>
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HDM?201

[205] B onmHom BapmaHTe ocyiuecTBiieHHs, uHruourop MDM2 mnpencrasiser coboi
HDM201. HDM201 umeer XUMUUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK:

[206] (45)-5-(5-xnop-1-mernn-2-oxkconupuaun-3-mn)-4-(4-xnoppenun)-2-(2,4-

AMMETOKCUITUPUMUANH-S5-1)-3-nponaH-2-uin-4H-muppono[ 3,4-dJumunaszon-6-on

APG-115

[207] B omHOM BapuaHTe ocyinecTBieHus, THruourop MDM?2 npencrasisier coboit APG-
115. APG-115 umeer XUMHYECKYIO CTPYKTYPY U Ha3BaHHE, NOKA3aHHBIE KaK:

[208] 4-((3'R,4'S,5'R)-6"-Xnop-4'-(3-xnop-2-proppenmn)-1"-3tun-2"-
okcoaucnupo[ uukiorekcan-1,2" -nupponuann-3',3"-uanonuu|-5'-

kapbokcamMuo)ouukio[2,2,2 Jokran-1-kapOOHOBast KUCIOTA

MI-1061

[209] B omHOM BapuaHTe OCyinecTBiIeHus, HHruoutrop MDM?2 npencrasisiet coboit APG-
115. APG-115 umeer XUMHYECKYIO CTPYKTYPY U Ha3BaHHE, TOKA3aHHBIE KaK:

[210] 4-((3'R,4'S,5'R)-6"-xnop-4'-(3-xnop-2-propdennn)-2"-okcoqucnupo| IUKIOreKCaH-

1,2'-mupponunun-3',3"-uHnonuH|-5'-kapOokcaMuio)OeH30iMHAS KUCIOTa

H
N
O~/ OCOZH
NH

DapmaLeBTUYECKHE KOMIIO3ULUN

[211] B HekoTOpBIX BapHaHTaX OCYLIECTBJIECHHUs, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
(apmMareBTHIECKIM KOMITO3ULUSM, COAepKauM HHrHouTop MDM?2 unu ero ¢papmaneBTHIECKH
NPUEMJIEMYIO COJIb, JUISl JIUEHHs paka, i€ Pak BbIOpaH M3 IPYIMIbI, COCTOSIIEN U3 KapLUHOM,

TAKHUX KaK paK MO4Y€BOI'O ITy3bIps, I'PyAH, TOJICTOM KHWIIKH, HpﬂMOfI KHUIIKH, MMOYCK, IICUYCHH, JICTKHUX
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(MENKOKJIETOYHBIN paK JIETKOro, HEMEJKOKJIETOYHBIH pPakK JIErKOro), MHIIEBOAA, >KEIYHOTO
Ny3bIpsi, STMYHUKA, TODKETYIOYHON JKEeNe3bl, JKeNyJKa, MIeWKH MaTK{, IUTOBUIHOHN KeJe3bl,
IPOCTaThl, TOJIOBBI U IIEH, U KOXH (BKiIO4ass 0a3albHYI0 M IUIOCKOKJIETOYHYIO KapILHHOMY,
MEJNAaHOMY KOJKH, KapIUHOMY U3 KiIeTok Mepkens, capkomy Kanomm, numdomer koxwn),
IeMOIIO3TUYECKHE OMYyXOJH JUM(POUTHOTO IPOUCXOKIAEHUS (BKIIOYAs JIEHKEMHIO, OCTPYIO
JTUM(POLIUTAPHYIO JIEHKEMHUIO, XPOHMUYECKYIO MUEJIOTEHHYIO JIEHKEMUIO, OCTPYIO TUM(POOIACTHYIO
aeiikennto, B-knetounyro sgumpomy, T-knerounyro gumdomy, numdpomy XOIKKHHA,
HEXOJDKKUHCKYIO  JIUM(POMY, BOJIOCATOKJIEeTO4HyH JuMmpomy wu sumbpomy bepkurra)
TeMOIIO3TUYECKHE OIMYXOJIM MHUEJIONJHOTO MPOUCXOXKACHHUS (BKIIIOUYAsT OCTPYIO M XPOHHUYECKYIO
MUEJIOTEHHYIO JISHKEMHUIO, MUEJIOANCIUIACTHYECKUI CHHAPOM H IPOMHEJIOLUTAPHYO JIEHKEMHIO ),
OIyXOJIM ME3EHXHUMAJIBHOTO TPOUCXOXKACHUs (BKIFOUast puOpocapkomMy u pabIOMHOCAPKOMY, U
Apyrue CapKOMBI, HaNpUMep, MSATKUX TKaHeH W KOCTeH), ONyXOJNM LEHTPAJIbHOW U
nepudepuIeckoll HEPBHOW CHCTEMBbl (BKJIOYAs aCTPOLMTOMY, HEHpoOIacToMy, TIIHOMY,
ITHOONAaCTOMY M IOBAHHOMBI), M Jpyrue Omnyxoid (BKIHOYas MEJaHOMY, CEMHHOMY,
TEPATOKAPLHOMY,  OCTEOCAapPKOMY, IUTMEHTHYK)  KCEHOAEPOMY, KEPAaTOKTAHTOMY U
(boJTMKYIAPHBIA paK LIMTOBUIHON keJe3bl). B OOHOM BapHaHTEe OCYIIECTBIICHUS, HHTHOUTOP
MDM?2 npencrapinsier coboii coenunenue Gopmysl (I) wmm dopmyast (I). B ogHoM Bapuante
ocymecTsieHust, ”Hruontop MDM2 BeiOpan u3 rpymibl, cocrosimeii coenuaenus popmysl (1),
dopmysl (II), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaueBTUYECKH MNPUEMIIEMbIX cojieil. B OnHOM BapuaHTe OCYIIECTBIEHHUS,
urrnourop MDM2 BbiOpaH U3 rpynmsl, cocrosiuen coenuHenus ¢popmyisl (I), popmyasr (II),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 n ux (papManeBTHUECKH TPUEMIIEMbIX COJEH.

[212] B HeKkOTOpBIX BapHaHTaX OCYLIECTBJCHUs, HACTOsIIEe M300pEeTeHHe OTHOCUTCS K
(apMaleBTHYECKUM KOMITO3ULIUSIM, COAEPIKAIUM HHrHOuTOp MDM?2 minu ero ¢papManeBTHIECKH
MIPUEMJIEMYIO COJTb, IUIsI JieueHus1 MuenonponudepaTuBHoro Hoooodpasosauus (MPN), rne MPN
BbIOpaH M3 TPYIIbI, COCTOSIIENH U3 UCTUHHOW nojuiuremun (PV), muenodpudposa, nepBUUHOTO
muenodpudposa, TpombOormTemun, scceHuuanbHoi Tpombouutemun (ET), mamonmatmdeckoro
muenopudposa, cuctemMHoro macrouurto3a (SM), XpOHHYECKOH HEUTPOPUIBHOW JeHKeMHUH
(CNL), muenogucmiactudeckoro cuaapoma (MDS), cucreMHOro 3a00sieBaHUSI TYYHBIX KJIETOK
(SMCD), rne uaruburop MDM2 BeIOpaH U3 rpymmsl, cocrosmei coenuHerus Gopmynsl (),
dopmysl (I1), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepremerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 n nx ¢papmaLeBTHUECKH PUEMIIEMBIX COJIET.

[213] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHHUs, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
(bapmMareBTHIECKIM KOMITO3ULUSAM, COAepKauM HHrHouTop MDM?2 unu ero ¢papmaneBTHIECKH

IPUEMIIEMYIO COJIb, JUUIS JIEYEHUs] XpPOHHUECKOI MuesorenHoi nevikemun (CML), roe uarudburop
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MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus ¢opmyasl (I), dopmymnsr (II), RG7388,
tpunroniuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTynHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papmarneBTH4eCKH
MIPUEMJIEMBIX COJIEH.

[214] B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS, HACTOsIIEeE U300PETEeHHEe OTHOCHUTCS K
(apmaLeBTHYECKUM KOMITO3ULIUSM, COepsKatM nHruourop MDM2 unu ero ¢papmaneBTHIeCKH
NPUEMIIEMYO COJIb, IJIS JIUSHUSI OCTPOM MueoreHHou nevikemuu (AML), roe uaruourop MDM?2
BbIOpaH U3 rpynmsl, cocrosimei coenunenus Gopmydsl (1), hopmyier (IT), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[215] B HEekOTOpBIX BapHaHTaX OCYLIECTBJICHMs, HACTOsIIEe N300peTeHHEe OTHOCUTCS K
(apmMareBTHIECKIM KOMITO3ULMSM, COAEPKAIUM HHrHOuTOp MDM?2 minu ero ¢apManeBTHIECKH
NPUEMIIEMYIO COJIb, IJIs1 JISUEHHsI KapUuHOMBI 13 KiieTok Mepkenst (MCC), rane uaruéurop MDM?2
BBIOpaH U3 rpynmsl, cocrosimeii coenuHenns Gopmydsl (1), hopmyier (II), RG7388, Tpunronuaa,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wnymnmuna-3, HymimHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[216] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsIIEe N300pEeTEeHHEe OTHOCUTCS K
(bapmMareBTHIECKIM KOMITO3ULUAM, COAepKaiuM HHruontop MDM?2 unu ero ¢papmarneBTHIECKH
NPUEMJIEMYIO COJIb, IUJIsI JICUSHHsI MUEJIOTpoudepaTHBHOrO HoBooOpasosauus (MPN), rne MPN
BBIOpaH M3 IPYMIIBL, COCTOSIIIEH U3 HCTUHHOW nommuutemun (PV), muenodpudposa, mepBHIHOTO
muenodpudposa, TpombOoumTemun, scceHuuanbHoi Tpombouutemun (ET), mamonatudeckoro
muenopudposa, cuctemMHoro macrouuto3a (SM), XpOHUYECKOH HEUTPOPUIBHOW JIEHKeMHUU
(CNL), muenoaucmiactudeckoro cunapoma (MDS), cucreMHOro 3a00JieBaHUSI TYYHBIX KJIETOK
(SMCD), rne uaruburop MDM2 BbIOpaH u3 rpymmbl, cocrosmei coenuHerus Gopmynsl (),
dopmyasr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmManieBTHIECKH MPUEMIIEMbIX COJICH.

[217] B onmHoMm BapmaHTe ocyluecTBiieHUs, WHruoOurop MDM2 mnpencrasniser coboi
coequHenne ¢opmynel (I) wimu dopmynsl (II). B HEKOTOpBIX BapuaHTAaX OCYIIECTBIICHUS,
HacTosiee M300peTeHne OTHOCUTCS K (papManeBTUYECKUM KOMIIO3ULIUSIM, COIEp KaIluM
coenunenue Gopmyisl (1) mmu popmynsl (1) nam ux PpapManeBTHUECKH TPUEMIIEMYIO COJTb, IS
JiedeHus MuesonpoudepaTuBHoro HoBoobpaszosanusi (MPN), rne MPN BbiOpaH U3 TpymIIbL,
cocrositeid u3 UCTHHHON mnosmiuremun (PV), muenopudposa, nmepBudHOrO Muenopudposa,
TpoMOonTeMur, 3cceHuuanpbHol TpombouuTemun (ET), mamonatudeckoro mmenodudposa,
cucreMHoro Macroruroza (SM), xponuueckod HedtpodumpHON nelikemun (CNL),

mMuenoauciiactuueckoro cuanpoma (MDS), cucremuoro 3aboneBanus TyuHbIX Ki1eTok (SMCD).
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[218] B HekoTOpBIX BapHaHTaX OCYLIECTBJIECHHUs, HACTOsIIEe N300pETEeHNEe OTHOCUTCS K
dapmMareBTHIECKIM KOMIIO3ULIUSAM, cozepkamuM coenuHerne ¢popmydsl (I) mmm dopmynsr (1)
Wi uxX (apManeBTUUECKH MPUEMIIEMYIO COJb, AJIs JIEUYEHHs MHUEJIONpOoaudepaTHBHOIO
HoBoOOpazoBanus (MPN), rne MPN BbIOpaH U3 rpymIibl, COCTOALIEH U3 HICTUHHON MOJIULUTEMUN
(PV), accenumanbroii Tpomboruremuu (ET), u nepsudynoro muesnopudposa.

[219] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHS, HACTOsIIEE U300PETEeHHEe OTHOCHUTCS K
(apMaleBTHYECKUM KOMIIO3HLIUSM, conepskamum coenuHerne Gopmyssl (I) wim dopmynsr (1)
WK UX (papMalleBTHYECKH MIPUEMJIEMYIO COJIb, JIS JIeUeHUs ucmunnoii nonuyumemuu (PV).

[220] B HeKkOTOpBIX BapHaHTaX OCYLIECTBJICHUS, HACTOsIIEe H300pEeTeHHEe OTHOCUTCS K
(hapMaeBTHYECKIM KOMITO3ULMSIM, COAEPIKAIUM HHIHOuTOp MDM?2 miu ero ¢apManeBTHUECKH
NPUEMIIEMYO COJIb, IUTA JiedeHus ucmunnas nonuyumemun (PV), rne uaruburop MDM2 BeiOpaH
u3 rpynnbl, cocrosimed coenuHenus gopmynsl (I), dopmynsr (II), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HytiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[221] B HEekOTOpBIX BapHaHTaX OCYLIECTBJIECHUs, HACTOsIIEe N300pETEeHNHEe OTHOCUTCS K
(bapmMareBTHIECKIM KOMITO3ULISM, COAEPKaIUM HHrHOuTop MDM?2 minu ero ¢papmaneBTHIECKH
NPUEMIIEMYIO COJIb, IUIsl JIeUeHus ucmunnoti noruyumemuu (PV), rne marnburop MDM2 BeiOpaH
U3 rpymmsl, coctosmen coenuHenust popmysl (1), popmyner (1), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPUEMIIEMbIX COJIEH.

[222] B HekOTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
(apMaleBTHYECKUM KOMIIO3HLIUSM, conepskamum coenuHerune Gpopmyisl (1) wiu dopmysnsr (1)
Wi uxX (papMaLeBTHIECKU MPUEMJIEMYIO COJIb, JUJUISI JIEYEHHS 3CCEHLIMAIBHONW TPOMOOLUTEMUH
(ET).

[223] B HEeKOTOpBIX BapHaHTaX OCYLIECTBJICHUs, HACTOsIIEe M300peTEeHHEe OTHOCUTCS K
(bapMaeBTHYECKIM KOMITO3ULMSIM, COAEPIKAIUM HHIHOuTOp MDM?2 miu ero ¢papManeBTHUECKH
NPUEMJIEMYIO COJIb, ISl JIedeHus1 3cceHuanpHon Tpombouutemun (ET), rne naru6urop MDM?2
BbIOpaH U3 rpynimsl, cocrosimei coenuHenus Gopmydsl (1), hopmyier (II), RG7388, Tpunronuna,
HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-
EE, RO8994, wymnuna-3, HyTiuHa-3a, HyTiuHa-3b, cepmemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH
MIPUEMIIEMBIX COJIEH.

[224] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIECHHUs, HACTOsIIEe N300peTeHNHEe OTHOCUTCS K
(bapmareBTHIECKIM KOMITO3ULUSM, COAEPKAIUM HHrHOuTOop MDM?2 miu ero ¢papManeBTHIECKH
NPUEMIIEMYIO COJIb, ISt JIedeHus1 3cceHnanpbHol TpomOountemun (ET), rne nuarnburop MDM2
BbIOpaH U3 rpymniel, coctosmei coequnenus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux

(hapMaLeBTHYECKU MIPUEMIIEMBIX COJICH.
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[225] B HEekOTOpBIX BapHaHTaX OCYLIECTBJIEHHUs, HACTOsIIEe N300pETEeHNE OTHOCUTCS K
dapmMareBTHIECKIM KOMIIO3ULIUSAM, cozepkamuM coenuHerne ¢popmydsl (I) mmm dopmynsr (1)
WK UX (apMalieBTUYECKH ITPUEMIIEMYIO COJIb IS JIEYEHUS] IEPBUYHOTO MUenopuodposa.

[226] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsIIEe N300pEeTeHHEe OTHOCUTCS K
(bapmMaeBTHIECKIM KOMITO3ULIUAM, COAepKaiuM HHrHouTop MDM?2 unu ero ¢papmaneBTHIECKH
HPUEMJIEMYIO COJIb, IUIS JIEYEHUS IepBUYHOro Muenodudposa, rae uarnourop MDM2 BbiOpaH u3
rpynmsl, cocrosimeii coenunenust popmyast (I), dopmyiner (II), RG7388, Tpunromuna, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuHa-3, HyTauHa-3a, HyTInHA-3b, cepnemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaleBTHUYECKU MPUEMIIEMbIX
coJient.

[227] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHUs, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
(apmMareBTHYECKIM KOMITO3ULISIM, COAEPKaUM HHrHOuTOop MDM?2 miu ero ¢apManeBTHIECKH
NPUEMIIEMYIO COJIb, JIS JISUSHHsI IEpBUYHOTO Muenodguoposa, rae narudourop MDM?2 BeiOpaH u3
rpymmel, coctosimen coenuaenust dopmynsl (I), dopmynsr (II), RG7388, HDM201, RG7112,
CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
bapmaneBTHIECKH MPHEMIIEMBIX COJIEH.

[228] B omHOM BapuaHTe OCyIIeCTBICHHs, MUenNopuOpo3 BBIOpaH M3 NEPBUYHOTO
muenopudposza (PMF), mmenodubposa mocne wucruHHON mnomunutemun (noct-PV. MF) u
muenodudposza nocne scceHnmanbHoR Tpomboruremun (noct-ET MF).

[229] dapmaneBTHUECKHE KOMIIO3MLIUU OOBIMHO (HOPMYJUPYIOT TakK, YTOOBI OHH
obecrnieunBanu TepaneBTudeckn 5(dexkTuBHOE KoauuecTBO uHruoburopa MDM2 wmmu ero
dapmaneBTryeckn npuemsemoi conu. Ilpu HeoOxonumocTy, (papmManeBTHIECKHEe KOMITO3ULIUU
cozmepIKar ero papMaLeBTHYECKH TPUEMIIEMYIO COJIb W/WITH KOOPAMHALIMOHHBINH KOMIUIEKC, H OTHO
wn Gonee papManeBTHYECKH MPUEMIIEMbIX BCIIOMOTATEIbHbBIX BEINECTB, HOCUTENEH, BKIIIOYAs
WHEPTHbIE TBEP/ble pa30aBUTEIN M HATIOJIHUTENH, pa30aBUTENH, BKJIIOYAsl CTEPUIIbHBIA BOTHBIN
pacTBOp WM pa3jIM4YHbIE OPraHUYECKHE PACTBOPHUTENH, YCWIUTENH MPOHULAEMOCTH,
COMIOOMIM3ATOPbl U aABIOBAHTHL. [IpHM jkenaHuuW, APYrvue HHIPEOUEHTHI B JOMOJHEHHE K
uHruouropy MDM2 wnu ero QapmManeBTHYECKH MPHEMJIEMOH COJH MOMKHO CMEIIMBATH B
npenapare, Wik 002 KOMIIOHEHTa MOXKHO (JOPMYJIUPOBAaTh B BHIE OTAENBHBIX MPEMapaToB AJIs
NPUMEHEHUs] B KOMOMHALIMH TI0 OTAEIBHOCTH WM B OJJHO U TO YK€ BPEMSL.

[230] B n3bpaHHBIX BapUaHTax OCYLIECTBIEHHS, KOHIIEHTpauus: HHruouropa MDM?2 nnu
ero (hapmaneBTHUECKH IPUEMIIEMOH COJIH, o0ecrieunBaeMas B (papMaLieBTHIECKIX KOMITO3ULIHSIX
HACTOSIIETO M300pPETeHHs, COCTABIISIET MeHbIe YeM, Hanpumep, 100%, 90%, 80%, 70%, 60%,
50%, 40%, 30%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%,
6%, 5%, 4%, 3%, 2%, 1%, 0,5%, 0,4%, 0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%,
0,04%, 0,03%, 0,02%, 0,01%, 0,009%, 0,008%, 0,007%, 0,006%, 0,005%, 0,004%, 0,003%,
0,002%, 0,001%, 0,0009%, 0,0008%, 0,0007%, 0,0006%, 0,0005%, 0,0004%, 0,0003%, 0,0002%
uiau 0,0001% Bec/Bec, Bec/00 unu 06/00.

[231] B n30paHHbIX BapuaHTax OCYLIECTBIEHHs, KOHIIEHTpauus HHruouropa MDM?2 unu
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ero (hapmManeBTHUECKH PUEMIIEMOH COJIH, o0ecrieunBaeMasi B (papMalieBTHIECKIX KOMITO3ULIHSIX
HACTOSLIETO N300pETEHMs, SIBIISIETCS He3aBUCUMO Ooublieit uem 90%, 80%, 70%, 60%, 50%, 40%,
30%, 20%, 19,75%, 19,50%, 19,25% 19%, 18,75%, 18,50%, 18,25% 18%, 17,75%, 17,50%,
17,25% 17%, 16,75%, 16,50%, 16,25% 16%, 15,75%, 15,50%, 15,25% 15%, 14,75%, 14,50%,
14,25% 14%, 13,75%, 13,50%, 13,25% 13%, 12,75%, 12,50%, 12,25% 12%, 11,75%, 11,50%,
11,25% 11%, 10,75%, 10,50%, 10,25% 10%, 9,75%, 9,50%, 9,25% 9%, 8,75%, 8,50%, 8,25%
8%, 7,75%, 7,50%, 7,25% 7%, 6,75%, 6,50%, 6,25% 6%, 5,75%, 5,50%, 5,25% 5%, 4,75%,
4,50%, 4,25%, 4%, 3,75%, 3,50%, 3,25%, 3%, 2,75%, 2,50%, 2,25%, 2%, 1,75%, 1,50%, 125%,
1%, 0,5%, 0,4%, 0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02%,
0,01%, 0,009%, 0,008%, 0,007%, 0,006%, 0,005%, 0,004%, 0,003%, 0,002%, 0,001%, 0,0009%,
0,0008%, 0,0007%, 0,0006%, 0,0005%, 0,0004%, 0,0003%, 0,0002% wumu 0,0001% Bec/Bec,
Bec/00 mu 06/00.

[232] B u30paHHBIX BapUaHTaxX OCYLIECTBIEHHS, KOHIIEHTpauus: HHruouropa MDM?2 unu
ero (apMaLeBTHUECKH TMPHEMJIEMYIO COJIb HE3aBHCUMO HAXOIUTCS B JHANa30HE OT
npubmmsutensHo  0,0001% no mpubmusurensHo 50%, ot mpubmusutensHo 0,001% mo
npubmsuTensHo 40%, ot npudmmsutensHo 0,01% no npubmmsurensHo 30%, OT MPUOTU3UTETBEHO
0,02% no mpubmusurensHo 29%, ot mpubmusurenvHo 0,03% no mpubmmsurensHO 28%, OT
npubsmsurensHo  0,04% o  mpubmmsurensHo  27%, ot mpubmmsurensro 0,05% nmo
npubnmsuTenbHo 26%, ot npudamsuTensHo 0,06% no npubnmsnuTtenbHo 25%, OT MPUOIU3UTENBPHO
0,07% no mpubnusurtensHo 24%, ot npubausurenvHo 0,08% no mpubnmsurensHO 23%, OT
npubmusurensHo  0,09% no mpubmmsurensho  22%, or npubmmsurensHo  0,1%  mo
npubnusuTensHo 21%, ot mpubnusurensHo 0,2% no npudnmurensHo 20%, OT NPUOIU3UTENHEHO
0,3% no mpubmmsurensro 19%, ot npubmusurensHo 0,4% no npubmmsurensHo 18%, ot
npubmsuTensHo 0,5% no npubnusutensHo 17%, ot npubmmsutensHo 0,6% 10 MpubIN3UTEIBHO
16%, ot mpubmusurensHo 0,7% no npudmusurensHo 15%, or npubmusurensHo 0,8% no
npubmusutensHo  14%, ot npubmmsurensho 0,9% no npubnusutensHo 12% wnim  oT
npubnusuTenbHo 1% no npudbmusurensHo 10% Bec/Bec, Bec/00 umm 06/00.

[233] B u3bpaHHbIX BapuaHTaX OCYLIECTBIEHHS, KOHIIEHTpauus: HHruouropa MDM?2 unu
ero (apMaLeBTHYECKH TMPHEMJIEMYIO COJIb HE3aBHCUMO HAXOIUTCS B JHANa30HE OT
npubmmsutensHo  0,001% no mnpubmusurensHo  10%, ot npubmusurensHo 0,01% mo
npubm3uTenbHO 5%, oT mpubmusuTensHo 0,02% no npudiamsurensHo 4,5%, OT NPUOIM3UTEIBHO
0,03% no mpubmusurensHO 4%, or mpudmmsutensHo 0,04% no mpubmusurtensHo 3,5%, OT
npubmmsutensio  0,05% nmo mpubmmsurensho 3%, ot mpubmmsurtensHo  0,06%  mo
npuOI3UTENBHO 2,5%, oT npudnusutensHo 0,07% no npubmu3uTenbHO 2%, OT MPUOIM3UTENBHO
0,08% no mpubmmsurensHO 1,5%, ot mpubmusurensHo 0,09% no mpubnusurensHo 1%, OT
npubmsuTensHo 0,1% no npubnusurensHo 0,9% Bec/Bec, Bec/00 mnm 06/00.

[234] B n30paHHbIX BapHaHTaX OCYIIECTBICHUS, KONIN4ecTBO HHrnouropa MDM?2 mnu ero
(apMaLeBTHYECKU MPUEMIIEMOI COJTM HE3aBHCUMO PAaBHO MJIU SIBJIsieTCs] MeHbIINM ueM 10 1, 9,5
r,90r,85r,80r,75r,70r,65r,60r,55r,50r,45r,40r,35r,30r,2,5r,20r, 15T,
1,0r,095r,09r,0,85r,0,81,0,751,0,71,0,651,0,61,b0,551,0,51,0,451,0,4T1,0,35T1,0,3
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r,025r02r0,15r,0,11,0,09r, 0,081, 0,07Tr, 0,06T,0,051,0,04T1,0,031,002T, 0,01T,
0,009 r, 0,008 r, 0,007 r, 0,006 r, 0,005 r, 0,004 r, 0,003 r, 0,002 r, 0,001 r, 0,0009 r, 0,0008 T,
0,0007 r, 0,0006 r, 0,0005 r, 0,0004 r, 0,0003 r, 0,0002 r unu 0,0001 r.

[235] B n30paHHbIX BapHaHTaX OCYIIECTBICHUS, KONIn4ecTBO HHruouropa MDM?2 mnu ero
dapmaLeBTHYECKH TIPUEMJIEMON COJHU sIBJIsieTcs He3aBucuMo OonbmuM ueM 0,0001 r, 0,0002 r,
0,0003 r, 0,0004 r, 0,0005 r, 0,0006 r, 0,0007 r, 0,0008 r, 0,0009 r, 0,001 r, 0,0015 r, 0,002 T,
0,0025r, 0,003 1, 0,0035 1, 0,004 1, 0,0045 I, 0,005 T, 0,0055 1, 0,006 I, 0,0065 I, 0,007 I, 0,0075
r, 0,008 r, 0,0085 1, 0,009 T, 0,0095T1, 0,01 1,0,015T, 0,021,0,025T1, 0,03 1, 0,035 T, 0,04 I, 0,045
r, 0,05, 0,0551, 0,06 1, 0,065 T, 0,07 1, 0,075 1, 0,08 I, 0,085 T1,0,09T, 0,095T1,0,11,0,15T,0,2
r,025r,03r,0,35r,04r,045r,0571,0551,0,6r,0,651r,0,7r,0,751,0871,085T1, 09T,
095r,1r,1,51,2r,2,5,31,3,5,4,451,51,5,51,61,6,51,71,7,51,81,8,51,9T, 9,5 runu
10r.

[236] Hurubutop MDM2 wunu ero ¢apManeBTHYECKH NpUeMIIeMasl COJIb SIBIITIOTCS
3¢ ¢eKTUBHBIMH B LIMPOKOM AMana3zoHe n03. Hampumep, mpu JedeHMH B3pOCIBIX JFOIEH,
NO3UPOBKA, He3aBUCUMO Haxoasmascsa B auanasone 0,01-1000 mr, 0,5-100 mr, 1-50 mr B nesb, u
5-40 Mr B IeHb MPEACTABISAET COOOH MPUMEPHI TO3UPOBKH, KOTOPYIO MOXKHO MPUMEHATh. TouHas
I03UPOBKa Oy/IET 3aBUCETh OT MYTH BBEACHUS, (POPMBI, B KOTOPOH COENMHEHHE BBOIMAT, MOJIa U
BO3pacTa MalMeHTa, MOMJIEXKAIIEero JeYeHHUI0, BeCa Tejla MAalUeHTa, MOAJIEKAIEro JIEUYEHNI0, U
MPEANOYTEHUH U OMbITA JIEUALEero Bpaya.

[237] Hrke onrcanbl HEOTPaHMUHBAIOIINE IPUMEPHBIE (papMarieBTUIECKIE KOMIIO3ULIH
1 CITIOCOOBI UX TTOJTyUEHHUS.

DapmaneBTUYECKUE KOMIIO3ULUU JJIs1 IEPOPATBHOTO BBEACHUS

[238] B m30paHHBIX BapuaHTaX OCYILIECTBJICHUs, HACTOsILIee N300pETEeHNe OTHOCHTCS K
(apmMareBTHYECKONW KOMITO3ULIMHU JJIsl TEPOPATIBHOTO BBECHHS, Coeprkalieil nHruourop MDM?2
win ero (apMaleBTUYECKH INPHEMIIEMYIO COJb, W (hapMaLEeBTHYECKOE BCIIOMOTATEIbHOE
BELLECTBO, MPUTOHOE AJIsl IEPOPATIBHOTO BBEACHMUS.

[239] B u30paHHBIX BapuUaHTAaX OCYLIECTBJIEHHs, HACTOSIIEE N300PETEeHNEe OTHOCUTCS K
yKa3aHHBIM (papMalleBTUYECKHM KOMIIO3ULIMSIM Il IEPOPAIbHOTO BBEACHHS, comepkammm: (1)
s¢dexTuBHOE KONN4ecTBO HHrHONTOpa MDM2 nium ero apmaneBTH4ecku MpUeMIIEMOH COJH, B
koMOuHaimu u (i) (apMaueBTUUECKOE BCIOMOTaTENIbHOE BEIIECTBO, NPUTOAHOE IS
NEepOpaNbHOTO  BBeACHHWA. B u30paHHBIX BapHaHTaxX  OCYIIECTBJICHUS, KOMIIO3HLIHUS
JOTMOJIHUTENBHO comepkut (iii) 3¢dQexTHBHOE KONMMYECTBO, MO MEHbLIEH Mepe, OTHOTrO
JOTOJIHUTEIPHOTO aKTUBHOIO HHIPEAUEHTA.

[240] B n30paHHBIX BapHaHTaxX OCYIIECTBJIEHUS, (hapMaleBTHUECKasT KOMITO3ULISI MOJKET
NPEACTABIATH COOOH KUAKYIO (PapMaLeBTHUECKYI0 KOMIIO3UIIUIO, IPUTOAHYIO IS IEPOPATBHOTO
notpebnenusi. PapmManeBTHYECKHE KOMIO3MLUU HACTOSINEr0 HM300pETeHUs, MPUTOAHbIE IS
NIepOPAIbHOTO BBEACHUS, MOTYT ObITh IPECTABIIEHBI B BUAE AUCKPETHBIX JIEKAPCTBEHHBIX (HOPM,
TAKUX KaK KalCyJibl, Callld WM TaOJNETKH, WIN KUIKOCTeH MM a3pO30JbHBIX CIPEEB, MPHUIEM
Ka>KIbIi COAEPKUT NMPEABAPUTENBHO ONPENEIEHHOE KOJIMYECTBO aKTUBHOTO UHIPEIUEHTA B BUJIE

MOPOLIKA WM TPaHyJ, B BUAE PACTBOpA WIM CYCHEH3UM B BOAHOW WM HEBOAHOW KUAKOCTH,
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SMYJIbCUN MAcCJIO-B-BOJIE WIIH JKUAKOUW SMYJIbCUU BOAa-B-Maciie. JlaHHbIe TeKapCTBeHHbIE (OpMBI
MOJKHO TOJIYYHTh JTIIOOBIM H3 CIIOCOOOB, HO BCE CHOCOOBI BKIIIOYAIOT CTAJAHI0 OOBEIUHECHHS
AKTUBHOTO MHTPeAreHTa (OB) ¢ HOCUTENIEM, KOTOPBIN MPEACTaBIIsieT COOOM OUH MIIM HECKOJIBKO
HEOOXOOUMBIX HHIrpeaueHToB. Kak mnpaBuio, KOMIIO3ULIUU TOJIYYalOT PaBHOMEPHBIM U
TLIATEJIbHBIM CMELIEHHEM aKTUBHOTO MHIPEAMEHTAa (OB) C KUAKUMHU HOCUTEJSIMH HJIA TOHKO
U3MEJTbYCHHBIMH TBEPABIMH HOCUTEJISIMU WM OOOMMHM, U 3aTeM, €CJIM HEOOXOAMMO, PUAAHUEM
nponykTy Gopmsl skemaemoro Buna. Hanpumep, TabaeTky MOKHO MOJNYYUTh MPECCOBAHUEM HITH
(bopMoBaHHEM, HEOOSA3aTETHLHO C OMHUM HJIH HECKOJbKUMHU BCIIOMOTaTeIbHBIMA HHIPEIMEHTAMU.
IIpeccoBaHHble TAaOJETKH MOKHO TOJYYUTh MPECCOBAHUEM B TMOAXOMSALIEM YCTPOUCTBE
AKTUBHOT'O MHIPEIUEHTA B Chily4yell (hopMe, TAKOM Kak MOPOIIOK HIIU TPaHyJIbl, HeOOSI3aTENbHO
CMEIIAHHOTO C HATIOJTHUTENIEM, TAKUM KaK, HO He OTPaHHYMBAsICh, CBSI3YIOIEe, CMAa3bIBAOIIHIA
areHT, MHEePTHBIA pa30aBUTENb W/WIM MOBEPXHOCTHO-aKTUBHBIN WM JUCTIEPTHPYIOIIHNA areHT.
@®opMOBaHHbIE TAOJETKH MOXHO TMOJYYUTh (DOPMOBAHHUEM B TMOAXOMASINEH MAIlUHE CMECH
MOPOIIKOOOPA3HOTO COSAMHEHUSI, CMOYEHHOTO UHEPTHBIM JKUIKUM pa30aBUTENIEM.

[241] Hacrosiiee nu3obpeTeHue JIOTIOTHUTENBHO BKJIFOUAET 0e3BOIHbIE
(dapMalleBTHYECKUE KOMIIO3UIMK U JIGKAPCTBEHHBbIE (DOPMBI, TOCKOJBKY BOJIA MOXKET
CrocoOCTBOBATh PA3JIOKEHUIO HEKOTOPBIX COeAuHeHwi. Hampumep, BOay MOXHO HOOaBISITH
(Hampumep, 5%) B ¢apmaneBTHUECKOH O0JACTH TEXHUKH KaK CPEACTBO MOJIESITHPOBAHHS
JUTUTENIHHOTO XPAHEHWs Ui OINpPEAeNICHUS] TaKUX XapaKTePUCTHK, KaK CPOK TOJHOCTU WU
CTaOWIPHOCTb COCTaBOB C Te€YeHHEM BpeMeHU. be3Bopnble (hapMalieBTHUECKHE KOMIO3UIUMH U
JIeKapCTBEHHbIE (POPMBI HACTOSIIErO HM300PETeHUsT MOKHO TMOJYYHUTb, NMPUMEHssT Oe3BOAHBIC
WHTPEANEHTbl WJIH WHTPEIMEHTbl C HI3KUM CONIEp’KaHUEeM BJIaTU M YCJIOBUSL C HHU3KUM
BJIATOCOACP’)KAHUEM WM HHU3KOH  BIAXKHOCTBIO. DapMaleBTUYECKHE KOMMIO3UIHMH |
JIeKapCTBeHHbIE (POPMBI HACTOSINErO HM300pETeHHs, KOTOpbIE COAEpPXkKAT JIAKTO3Y, MOXKHO
MOJIyYUTh O€3BOTHBIMHU, €CJIU O’KUAAETCS] CYLIECTBEHHbIH KOHTAKT C BJIATOM H/WJIH BJIa’KHOCTBEO
BO BpeMsl TMPOU3BOACTBA, YMAKOBKH W/WIM XpaHeHus. be3BomHyw (apMaieBTHYeCKyIo
KOMITO3UIIMK MOKHO TMOJIYYUTh U XPAHUTh TaK, YTOOBI COXPAHSIIUCH €e OE3BOIHBbIE CBOMCTBA.
CooTBeTcTBEHHO, 0O€3BOAHBIE KOMIIO3UIIMM MOKHO YIIaKOBBIBATh, TPUMEHSSI MaTepHUabl,
KOTOpBIE, KaK M3BECTHO, MPEIOTBPAIIAIOT BO3AEHCTBUE BOMBI, TAK YTO UX MOKHO BKJIFOYAThH B
nogxoasue Hadopsl Wit GopmynupoBanus. [Ipumepbl MoAXOAsIIEN YIAKOBKH BKJIKOYAIOT, HO
HE OTPAHUYUBAIOTCS, TEPMETUYHO 3areYaTaHHYIO (POJIbTY, TIACTUK U TOAO0OHBIE, KOHTEHHEPBI JJIs
CTaHIAPTHBIX 1103, OJMCTEPHBIE YIIAKOBKH M CTPUIT-YITAKOBKH.

[242] Wuruburop MDM2 wnu ero ¢apMaleBTHUECKH MPUEMIIEMYIO COJIb MOKHO
OOBENUHSTh B OTHOPOIHYIO CMECh ¢ (hapMalleBTHUECKUM HOCUTEJIEM COTJIACHO OOIIETPUHSITHIM
criocobam rmojydeHust papMaleBTHISCKUX COCTaBOB. HocuTenb MOXKET MPUHUMATh CaMbIe Pa3HbIe
¢dbopMbI B 3aBHCUMOCTH OT (hOPMBI Tpemapara, TpeOyemoro s BBeaeHwus. llpu monydeHun
KOMITO3ULIUH JIJIs1 IEPOPaNIbHON JIEKAPCTBEHHOH (POPMBI B KaUECTBE HOCUTENEH MOKHO IPUMEHSTh
00y U3 OOBIYHBIX (DapMaleBTHUECKUX CPEl, TAKUX KakK, HalpuMmep, BOAA, TVIMKOJIH, Macla,
CIIUPTBHI, APOMATH3ATOPBI, KOHCEPBAHTBI, KPACUTEH U MOAOOHBIE B CIyYae MePOPATbHBIX JKHIKUX

npernaparoB (TaKUX KaK CYCIEH3UU, PACTBOPBI U SJIMKCUPHI) UM a3PO30JIH;, WU HOCUTENH, TAKUE
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KaK KpaxMaJbl, caxapa, MUKPOKPUCTAJUIMUECKAsl LEJUI0JI03a, pa30aBUTENH, IPaHyJIHPYIOLINE
areHThbl, CMAa3blBAIOIINE Ar€HTHI, CBS3YIOLIME U Pa3pbIXJIUTEIN, MOKHO NPUMEHATb B Ciydae
NepOpaNbHBIX TBEPABIX MPENapaToB, B HEKOTOPHIX BaApHAHTAX OCYLIECTBIEHUs 0e3 MPUMEHEHHUs
naxkto3bl. Hampumep, mopxopnsimue HOCHUTENH BKJIIOYAIOT IMOPOLIKH, KArCyJbl U TaOJETKU C
TBEPJBIMU NepOpanbHbIMU NpenapaTaMmi. [Ipu sxenannu Ha TaOJIETKH MOKHO HAHECTH IOKPBITHE
CTaH/APTHBIMHU BOJHBIMH WJIM HEBOIHBIMH CIIOCOOAMU.

[243] Cassyromme areHThl, MOAXOAAINNME Al NPUMEHEHUs B (hapMaleBTHYECKHUX
KOMITO3ULIUSIX U JIEKAPCTBEHHBIX (POpPMax, BKIFOYAIOT, HO HE OTPAaHHYUBAIOTCSI UMH, KYKYPY3HBIH
KpaxMmaJy, KapToQesbHbId Kpaxmajl WId Jpyrue Kpaxmajbl, KeJaTWH, MpPUPOIHbIE U
CHHTETHUYECKHE KaMelM, TaKue KaK T'yMMHUapaOHK, aJbIHMHAT HATPUs, aJbIHMHOBAsl KHUCJIOTA,
Apyrue aJblHHATBHL, TOPOIIKOOOpPA3HBbIM TparakaHT, TyapoBas Kamelb, LEJUTFOJIO3y U ee
NPOU3BOAHBIE (HANpHUMeEp, STHJILEIUIIONO3Y, AleTaT LEeJITION03bl, KapOOKCHMETIIILEIUTIONI03Y
KaJbLMs, KapOOKCHMETWJILEIUIFOJIO03y HATPHsA), TMOJIMBUHWIHPPOIUIOH, METHIILEIUIIONO03Y,
NPEIBAPUTENBHO  JKENATUHU3UPOBAHHBIN  Kpaxmal,  THAPOKCUIPONHJIMETUILEIUIII0N03Y,
MHUKPOKPUCTAJUINYECKYIO LIEJUTI0JIO3Y U UX CMECH.

[244] Tlpumepsl MOAXOISAINNX HAMOJHUTENEH AN NMPUMEHEHHs B (papManeBTUYECKUX
KOMITO3ULMSIX | JIEKAPCTBEHHBIX (POPMAX, OMUCAHHBIX B HACTOSIIEM H300PETEHUH, BKJIFOYAIOT, HO
HE OrpPaHMYMBAIOTCS, TajbK, KapOOHAT Kajblus (HAmpuUMep, TPaHyJbl WJIH MOPOLIOK),
MHUKPOKPHCTAUTMYECKYIO LEJUIF0I03Y, MOPOIIKOOOPasHy LEJUI0NI03y, AEKCTPaThl, KAaOJMH,
MaHHUT, KPEMHHEBYIO KHCJIOTY, COPOMT, Kpaxmaj, MNpPeIBapUTENIbHO >KEeJAaTMHU3UPOBAHHBIN
Kpaxmall U UX CMECH.

[245] Pa3pbIxauTenn MOXKHO MPUMEHATh B KOMIO3UIMSIX HACTOSIIErO M300peTeHus Jis
nojy4yeHus: TabJeTOK, KOTOpbIE pPAcHafaroTCsl MPU BO3AEHCTBMM BOMHOH cpeabl. CiuIIKoM
OONbIIOE KOJMYECTBO PA3PbIXJIUTENS] MOXET NPHUBECTH K IOJYYEHUIO TaOJETOK, KOTOpbIE
pacnanarorcs B OyTpuike. CIMIIKOM Majioe KOJIMYECTBO MOXKET ObITh HEIOCTATOYHBIM ISl TOTO,
9yTOOBI MPOU3OMIET pachaj, YTO H3MEHSET CKOPOCTb M CTENEeHb BBICBOOOXKIEHHS] aKTUBHBIX
UHTPEIUEHTOB W3 JieKapcTBeHHOH (opmbl. Takum o00pa3oM, IOCTATOYHOE KOJHYECTBO
Pa3PBIXJIUTENS, KOTOPOE HE SIBJSIETCS HU CJIUIIKOM MAJeHbKHM, HH CIIMIIKOM OOJIbLIMM, YTOOBI
naryOHO HM3MEHUTh BBICBOOOJKAEHHE AKTUBHOTO MHIPEIHEHTa (OB), MOJKHO NPUMEHSATH IS
NOJIYYEHHUS] JIEKAPCTBEHHBIX (POPM COENMHEHHH, OIMMCAHHBIX B HACTOSIIEM H300pETEHHH.
KonuuecTBo MpUMEHSIEMOIro pPa3pbIXJIUTENsI MOXET BapbUpPOBAaTbCSl B 3aBHCHUMOCTH OT THUIIA
cocTaBa W Croco0a BBEACHUS U MOXET OBIThb JIETKO PACMO3HAHO CIELUATUCTAMH B JaHHOH
obmacti TexHukH. OT npubmmsurenbHo 0,5 10 NpUOMU3UTENHPHO 15 MacCOBBIX MPOLIEHTOB
Pa3pBIXJIHTENS WM OT NpHONM3NUTENnbHO | 10 NpHOMM3UTENBHO 5 MaCCOBBIX IPOLIEHTOB
Pa3PBIXJIUTENS MOJKHO MPUMEHATD B (PapMalieBTUUECKON KOMITO3ULIMU. Pa3phIXINTENH, KOTOpPBIE
MOJKHO MPUMEHATH IUIS MOJNIyYeHHs (HapMaleBTHYECKUX KOMITO3UIMN M JIEKAPCTBEHHBIX (HOpM
HACTOSIIIETO N300PETEeHNs, BKIIFOYAIOT, HO HE OTPaHUYHMBAIOTCS, arap-arap, ajJbIr'HHOBYIO KHUCIIOTY,
KapOOHAT  KaubLWsl,  MHKPOKPHCTAJUIMYECKYIO  LEJUTIOJIO3y,  HATPUHKPOCKAPMEIUIO3Y,
KPOCIIOBUIOH, MTOJIAKPHIINH KaJIUsI, HATPUUIIINKOJIAT Kpaxmasia, KapTo(enbHbIH N TATHOKOBBIN

KpaxMmaj, JApyrue Kpaxmaibl, IMPEIBAPUTEIbHO JKEJATUHU3UPOBAHHBIA Kpaxmas, Apyrue
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KpaxMaJibl, TJIMHBL, APYTHe alblUHbBL, APYTUe LEJJI0I03bl, KAMEAU WU UX CMECH

[246] CwmasbiBaromue areHTbl, KOTOpPbIE MOXKHO MPHUMEHSTh Ui (POPMHUPOBAHHS
(bapmMareBTHIECKIX KOMITO3ULUN U JIEKAPCTBEHHBIX (POPM HACTOSIIIETO H300PETEHUS, BKIIFOUALOT,
HO HE OrPaHUYMBAIOTCS, CTEApaT KaJbLMs, CTeapaT MarHus, MUHEPAJIbHOE MAacCio, JIErKOe
MHHEPAJbHOE MAcliO, TJHLEPHUH, COpPOUT, MAaHHUT, MOJHATHJICHIJIUKOb, IPYTHe TIJIUKOJH,
CTEAPUHOBYIO KHCJIOTY, JaypHICYIb(aT HATPUS, TalbK, TMAPOTCHU3UPOBAHHOE PACTUTEIIBHOE
Macio (HampuMmep, apaXUCOBOE MACJO, XJIOMKOBOE MACiO, IOACOJHEYHOE MAcio, KYH)XXYTHOE
Macjio, OJIMBKOBOE Macio, KyKYPy3HOE Macjio M COEBOE MAacjo), cTeapar LMHKA, 3THJIOJEaT,
STUJIIAypeaT, arap WiIM HX CMecH. JIOMOJHUTENIbHbIE CMAa3bIBAKOLINME Ar€HThl BKJHOYAOT,
HaIlpuMep, CUJIOMIHBIN CHJIMKaresb, KOAryJHMPOBAaHHBIM a3pO30Jb CHUHTETHYECKOTO IUOKCHIA
KPEeMHHUSI WK X cMecH. Heo0s3aTenbHO MOXKHO A00ABIJISATh CMA3bIBAIOLINI areHT B KOJINYECTBE
MeHee YeM npudmu3uTessHo 1% mo mMacce papMaleBTHUECKON KOMIO3HLIUH.

[247] Korma nnsi mepopalibHOTO BBEIEHUS KENATebHbI BOJHBIE CYCIIEH3MH W/WIU
SJIMKCUDPBI, OCHOBHOW aKTHUBHBIII HMHIPENIUEHT B HUX MOXXHO CMEIINBaTh C Ppa3JIUYHBIMU
MOACJACTUTESIMU U aPOMATU3aTOPAMH, KPACAIIMMH BELIECTBAMU HUJIM KPACUTEISIMU U, €CIIU
HEOOXOMMO, SMYJBIUPYIOLUIMMH HW/WJIH CYCINIEHAMPYIOLUIUMH areHTaMH, BMECTe C TaKUMH
pa3baBUTENSAMH, KaK BOJA, 3TAHOJI, MPOMUIEHTIINKOIIb, MINLEPHUH U UX PA3IUUHbIe KOMOWHAIMH.

[248] TabneTku MOTYT OBITH O€3 MOKPBITHS UIIH TIOKPBITH H3BECTHBIMHU CIIOCOOAMHU, YTOOBI
3aMeIUINTh pacraa U a0COPOLUIO B JKETyTOUYHO-KUIIEYHOM TPAKTE U, TAKUM 00pa3oM, 00eCTIeYnTh
yCTOMUYNBOE AEHCTBUE B T€UeHUE OoJiee JUINTENbHOTO nepuona. Hampumep, MOXKHO MPUMEHATD
MaTepuas  UId  3a7€p>KKM [0 BPEMEHH, TaKOM Kak [NIHMLEePWIMOHOCTeapaT WU
riuuepunaucreapar. Coctasel A1 NEPOPATBHOTO MPUMEHEHUs] TaKXKe MOKHO NPEICTaBUTH B
BUAE TBEPAbIX JKEJATUHOBBIX KAaICyJ, B KOTOPBIX AaKTUBHBIH HHIPEIUEHT CMELIUBAKOT C
MHEPTHBIM TBEPABIM pa3baBuTeseM, HapuUMep, KapOOHATOM KajbLus, (GochaToM KajbLUs HIH
KAOJIMHOM, WJIH B BUAE MATKUX JKEJATUHOBBIX KAICyJ, B KOTOPbIX AKTUBHBIM HHIPEIUEHT
CMELIMBAIOT € BOAOW WM MACsHOM Cpenol, Hampumep, apaxUCOBBIM MAaciOM, >KHIKUM
napapuHOM WJTH OJIMBKOBBIM MacCJIOM.

[249] I1oBEepXHOCTHO-aKTHBHbBIE BEIECTBA, KOTOPbIE MOXKHO MPUMEHATH AJIs MONyYeHHUs
(hapMaeBTHYECKIX KOMITO3ULIUHN H JIEKAPCTBEHHBIX (POPM HACTOSIIIETO H300PETEHUS, BKIFOUAOT,
HO HE OTrPaHHYHUBAIOTCS, T'MAPOQPHIbHBIE MOBEPXHOCTHO-AKTHBHBIE BEIIECTBA, JIMMTO(PHIbHBIE
MOBEPXHOCTHO-AKTUBHBIE BeLleCTBA M HX CMeCH. TO ecTb, MOXHO IPUMEHATH CMECh
THAPOPUIBHBIX MOBEPXHOCTHO-AKTHBHBIX BEINECTB, MOKHO NMPUMEHSTh CMECh JUMO(PUIBHBIX
MOBEPXHOCTHO-aKTUBHBIX BELIECTB WJIM MOXHO MPUMEHSTh CMECh, IO MEHbILIEH Mepe, OJHOrOo
rHAPOPUIBHOTO  MOBEPXHOCTHO-aKTUBHOIO BELIECTBA U, 1O MEHbIIEH Mepe, OIHOTro
JTUMO(PUIBHOTO MOBEPXHOCTHO-AaKTUBHOTO BEILECTBA.

[250] Ionxonsmee ruapodUIbHOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO MOXET OOBIYHO
umeTh 3HadeHne HLB, mo menbineit mepe, 10, B TO BpeMsl Kak MOIXOISIINE JIUMTO(PUIbHBIE
MIOBEPXHOCTHO-aKTHUBHBIE BEINECTBA MOTYT OOBIMHO UMeTh 3HaueHne HLB paBHOe mnu mMeHbInee
10. Owmnupuyeckuil mnapamerp, MNPUMEHsEMBbI [JIs1 XapaKTEepPUCTUKU  OTHOCHUTEJIbHOMN

rUAPOPUIBHOCTH U TUAPOGOOHOCTH HEMOHHBIX aM(pUQPUIBHBIX COEAMHEHHH, NMPENCTABISIOT
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coboii ruapodumpHO-UNOGUIBHBIN OanaHc (3HaueHue «HLB»). IloBepXHOCTHO-aKTHUBHBIE
BellecTBa ¢ Oonee Hu3kuUMU 3HadeHHsMu HLB sBistorcs Oomee nuUNoQUIBHBIMH - HITH
riuapodobHpIMU U 00JamaroT OOJNbIIEH pPacTBOPUMOCTBIO B MacjiaxX, B TO BpeMsl Kak
IIOBEPXHOCTHO-aKTUBHBIE BelecTBa ¢ Oonee BbicokuMmH 3HaueHusMu HLB sBrsiorcs Oonee
ruApOQUIBHBIMU M UMEIOT OOJNIBINYI0 PaCTBOPHMOCTb B BOZAHBIX pacTBopax. I mapoduibHbIMU
NOBEPXHOCTHO-aKTUBHBIMH BEIIECTBAMU OOBIYHO CYHTAIOT T€ COCOUHEHHs, KOTOpPbIE HMEIOT
3Hauenne HLB OGonbme mnpubnusurensHo 10, a Takke aHUOHHbIE, KAaTHOHHBIC MM
L[BUTTEPUOHHBIE COSTUHEHUS, 1l KOTOpbIX Hikayna HLB o0br4HO He mprMeHuMa. AHaJOrHYHO,
munoduibHbe (T.e. TuAPoGOOHBIE) TOBEPXHOCTHO-AKTHBHBIE BEINECTBA MPEICTABISIIOT COOOH
coenuHeHus, uMmeromue 3HadeHue HLB, paBHoe wiu Menblnee npubnusurenbHo 10. OmgHako
3HaueHne HLB MOBEpXHOCTHO-aKTUBHOTO BELIECTBA SIBJSIETCS JIMINb MPHOJIU3UTEIbHBIM
OPUEHTHUPOM, OOBIMHO NPHUMEHSEMBbIM  IJIsl  CO3MAaHUS  PELEeNTyp  MPOMBIIICHHBIX,
(apMaleBTHYECKNX U KOCMETHYECKIX IMYJIbCUH.

[251] I'ugpodunpHBIE TOBEPXHOCTHO-AKTHBHBIE BELIECTBA MOTYT OBITH MOHHBIMHU HUIH
HenoHHbIMH. Iloaxopsiue HOHHbIE MOBEPXHOCTHO-aKTHBHBbIE BEILIECTBA BKJIOYAIOT, HO He
OTPaHUYMBAIOTCS, COJNU AJKHJIAMMOHUS, COJMH (Py3UAOBOH KHCIOTBI, NMPOU3BOIHBIE JKUPHBIX
KUCJIOT M AaMHHOKHCIOT, OJIMTONENTUABbl M MOJUNENTUAbL, TJIULEPUAHbIE TNPOU3BOAHBIE
AMUHOKHCJIOT, OJIMTONENTUAB] U MOJUIIENTHABL, JELUTUHBI U THAPOT€HU3UPOBAHHbBIE JIELIUTHUHBI,
JM30JIEUTHHBI M THIPOT€HU3NPOBAHHBIE JTM30JEUTUHBL, (HOCHONUMUABI U UX TPOU3BOIHBIE;
130 OChOIUIUABI U UX MPOU3BOJHBIC; COJIN CIOXKHBIX 3(QUPOB KAPHUTHHA U KUPHBIX KUCIIOT;
CONM AJKWICYNIb(ATOB, CONM JKUPHBIX KHCJOT, MOKY3aT HATPHs, AaLMIAKTUIATBL, MOHO- U
IMaLeTUIINPOBaHHbIE 3(UPBl MOHO- U AUTJIMLEPUAOB U BUHHOM KUCIIOTHI, CYKLIMHUINPOBAHHbBIE
MOHO- U JUTJIULEPUBL, CIOXKHbIE 3(UPBl MOHO- U JUTIMLEPHIOB U JIUMOHHOM KHUCJIOTBI, U UX
CMECH.

[252] B BbIIEyNOMSHYTOW TIpYyIIE MOHHbIE ITOBEPXHOCTHO-aKTHUBHBIE BEIECTBA
BKJIFOYAIOT, HAMpPUMEP, JICLIMTUHBL, JH30JeHUTHH, (Gochomunuabl, Ju30Gochomumuapl 1 ux
NPOM3BOJIHBIE, COJIU CJIOJKHBIX 3(PUPOB KAPHUTHUHA U JKUPHBIX KHUCIOT, COJIU AJKHICYJIb(aTOB,;
COJIM JKUPHBIX KHCJIOT, OKY3aT HATPUs, allMJIAKTHIIAThl, MOHO- U JHALETHIUPOBAHHbBIE S(UPI
MOHO- M JUIVIMLEPUIOB U BUHHONW KUCJIOTBI, CYKLUHUJIUPOBAHHBIE MOHO- U JUIJIULEPUIBI,
CJIOJKHBIE 3(pHPBI MOHO- U TUTJIULEPUIOB M IMMOHHOH KHCJIOTBL, U MX CMECH.

[253] HoHHBIE TOBEPXHOCTHO-aKTHBHBIE BEINECTBA MOIYT MPEACTaBIsATh COOOH

VOHU3UPOBAHHBIE (bopMbI JIELIUTUHA, JIU30JIELIUTHHA, dochaTnnnnxonuna,
docharunumITaHOIAMUHA, dbocharunuaraunepuHa, docharunHoit KHCJIOTBI,
docharununcepuna, nmu3odochaTHINIXONHUHA, nu3odochaTuauIITAHOIAMIHA,

nu3odocharugunriannepona, au3opochaTuIMHOBOW KUCIOTHI, ju3odocharuamncepuna, 1191 -
docharunumrranonamuna, [IBII-pochatunumsranonammuaa, >(QHUPbI MOJOYHOU KHCJIOTHI C
JKUPHBIMU KHUCJIOTaMHU, CTeapOI/IJ'I-z-J'IaKTI/IJ'IaT, CTCAPOUJIJIAKTHUIIAT, CYKIIUHUJIMPOBAHHBIC
MOHOITULECPUADIL, MOHO/}II/IaI_[eTI/IJ'II/IpOBaHHbIe CJIOJKHBIC 3(1)I/Ipbl MOHO/I[I/IFJ'II/II_IepI/I}_'[OB 1 BUHHOU
KHUCJIOTBI, CJIOXKHBIC B(bI/Ipr MOHO/I[I/IFJ'II/IL[epI/II[OB U JIMMOHHOU KHCJIOTBI, XOJHUJICAPKO3UH,

Kanpoat, KalpuiaT, KampaT, JlaypaT, MUPUCTAT, MaJIbMUTAT, OJ€aT, PULIMHONIEAT, JIMHOJEAT,
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JVHOJIEHAT, CTeapaT, JaypuwicyiabdaT, TepaneuwicynbdpaT, HO0Ky3aT, JaypOUIKaApHUTHHBL
NaJbMUTONJIKAPHUTUHBI, MUPUCTOMJIKAPHUTUHBI U UX COJIM U CMECH.

[254] TunpoduabHbIE HEMOHHBIE TIOBEPXHOCTHO-aKTUBHBIE BEIIECTBA MOTYT BKIJIFOUATH,
HO HE OrPaHUYMBAIOTCS, AJKWIIIIOKO3UABL, AJKWIMAJIBTO3UABL,  AJKUJITHOINIIOKO3HUBI,
JIaypUIIMAKPOTONTIIULEPUbL, IPOCThIE AJNKUJIOBbIe 3(QUPbI TMOJUOKCHAJKUIIEHA, Takue Kak
IPOCTBIE AJKUJIOBBIE S(UPBI MOJMI THICHIJIUKOJIS, TOJMOKCHAIKUICHATKIII(EHONbI, TaKHe Kak
aNKWI(GEHOIB!  MOMMATHICHIJIUKOIST, CIIOXKHBIE 3(UPHl  MONINOKCHANKWICHANKWI(EHoNa |
JKUPHBIX KHCJIOT, TaKHe KaK MOHO3(DMPBI MONUATHICHIIMKOJS U JKUPHBIX KHCIOT M CJIOJKHBIE
s Gupsl MOJIU3 TUIIEHTTTUKOJISI u JKUPHBIX KUCJIOT, CJIOKHBIE 3 upbI
TIOJTMS TUJICHTJTUKOJIbIJIMLIEPHHA U JKUPHBIX KUCJIOT; CJIOKHBIE 3 UPbI MOJUTIHIEPHHA U JKUPHBIX
KUCJIOT;, CJIOJKHBIE 3(UPBI MOJUOKCHAJIKWIEHCOPOUTAHA M SKUPHBIX KHCJIOT, TAKHE KaK CIIOJKHBIE
5pUpbl  TONMUATHIEHIIMKOIBCOPOUTAHA U JKUPHBIX KHUCJIOT, TUAPOQUIbHBIE TMPOAYKTHI
nepesTepuUKAIMN MOJNHMOJIA, N0 MEHbIIEH Mepe, OIHUM YJIEHOM TPYIIIBL, COCTOSINEH H3
TNIMLEPUIIOB, PACTUTENBbHBIX Macel, THAPOreHHU3UPOBAHHBIX PACTUTENBHBIX Macel, >KUPHBIX
KUCJIOT U CTEpOJIOB; IOJIMOKCHUATHIIEHOBBIE CTEpOJIb, MX [POMU3BOJAHBIE U AHAJOTH,
NOJMOKCUATHIMPOBAHHbIE BUTAMHHBI W WX  IPOU3BOAHBbIC; OJIOYHBIE  COMOJUMEPHI
NOJMOKCUATHIIEHA M [OJUOKCHUIIPOIMJIEHA, W  HMX  CMECH,  CIOXHbIE  3PUpPHI
NOJMSTUICHTJIMKONBCOPOUTaHA M JKUPHBIX ~ KHUCJIOT W TUAPOQWIBbHBIE  TPOAYKTHI
nepesTepuUKaMN MOJNNOJIA, MO MEHbIIEH Mepe, OIHUM YJIEHOM TIPYIIIBL, COCTOSINEH H3
TPUIIIMLEPUIIOB, PACTUTENBHBIX Macel U THAPOTeHN3UPOBAHHBIX PaCTUTENbHBIX Macel. [lonnon
MOJKET TIPEACTAaBNIATh COOONW TJIMLEPHH, OTHIEHIJIMKONb, IOJU3TUICHIJIUKONb, COpPOMT,
MPONWICHIVIUKOJIb, IEHTA3PUTPUT UJIU Caxapu.

[255] Apyrue runpoduibHble HEHOHHbBIE TOBEPXHOCTHO-AKTHBHBIE BEIECTBA BKIIIOYAOT,
6e3 orpannuenus, naypat [19I'-10, naypat I[13I'-12, naypar I13I'-20, naypar I19I'-32, nunaypar
I15I'-32, onear I1DO1'-12, oneat I19I'-15, onear I12I'-20, nuoneat I191'-20, oneat I13I'-32, onear
I12T°-200, oneat I[121'-400, creapar [121'-15, nucreapat I1OI'-32, creapar I131'-40, creapar 191 -
100, nunaypart I131'-20, rmunepunrpuoneat [131-25, nuonear I1231I'-32, rmuuepunnaypar 191 -
20, rmunepwinaypar I191-30, rmumepuncreapar II9I-20, rouuepunonear I191-20,
riauepunonear [100-30, rmunepunnaypar I[191-30, rmunepunnaypar I191-40, TI9I-40
najgpMosiapoBoe macio, [13I'-50 runporennzuposanHoe kacroposoe macio, [121-40 kacTopoBoe
macno, 19135 kacroposoe macno, ITOI'-60 kactoposoe Macino, [131'-40 ruaporeHu3npoBaHHOE
kactopoBoe Macino, [I9I'-60 ruaporeHnsupoBaHHOe kacTopoBoe Macio, II9I'-60 kykypysHoe
macno, [I2I-6 kanpat/kanpunarrnuuepuasl, [131-8 kamparta/kanpunata TIULEPUABI, JaypaT
nojurmnuepun-10, TI2I-30 xonecrepun, I[I2I-25 ¢uroctepun, II3I-30 coesblil cTepou,
tpuonear IIOI'-20, copburanonear I121-40, copOurtannmaypar II121-80, mnommcopbar 20,
nonucopdat 80, [103-9 naypunossriii 3¢pup, [103-23 naypunossiii 3¢up, [103-10 onennossrii
s¢up, [103-20 onennossiit 3¢up, IT03-20 creapunossiii 3¢gup, Tokodpepuncykuunat [131-100,
[12I'-24 xonectrepun, nonaurnuuepui-10 oneat, Tween 40, Tween 60, MOHOCTEapaT caxapo3bl,
MOHOJIaypaT Caxapo3bl, MOHOMAIBMHUTAT caxaposbl, cepus II3I" 10-100 nonwmndenona, cepus

II3I" 15-100 oxTHndeHoa U MOJOKCaMEPHL.



67

[256] Ilomxomsimue UNOQUIBHBIE TOBEPXHOCTHO-AaKTHBHBIE BEINECTBA BKIIIOYAOT,
TOJIBKO B Ka4eCTBE NPHUMEpPA: JKUPHbIE CIUPTHI, 3QUPBI MINLEPUHA U KUPHBIX KHCIOT;, 3(HUPHI
AlleTUIIMPOBAHHOTO TIIMLEPUHA U KUPHBIX KUCJOT; 3(QUPBI HU3LINX CIHPTOB M KUPHBIX KHUCIIOT,
3¢uUpbl NPONUISHIVIUKONSA U SKUPHBIX KHUCJIOT, 3(QUpbl cCOpOUTaAHA U KUPHBIX KHCIOT, 3(PHUPHI
NOJMATUIICHIJIMKOJIbCOPOUTAHA ¥ JKUPHBIX KHCJIOT, CTEpOJibl M MPOH3BOAHBIE CTEPOJa;
NOJMOKCUATHJIMPOBAHHbBIE  CTEPOJbl M NPOU3BOJHBIE  CTEPOJIOB,  AJKWIOBBIE  S(UPHI
NOJMATUIICHIJINKOJSA;, CIIOXKHBIE 3(UpPbI caxapoB;, 5(UpPBI CaXxapoB, NPOU3BOIHBIE MOHO- H
OUTTTULEPUIOB U MOJIOYHOU KUCJIOTHI, MPOAYKThI rTUAPOPOOHOM nepesTeprdUKaIiiu MOIUO0a, TI0
MeHbIlIeH Mepe, OAHUM WIEHOM TPYIIbI, COCTOSLIEN U3 TIULEPUAOB, PACTUTENbHBIX Macel,
THAPOT€HU3UPOBAHHBIX PACTUTENBHBIX MAaCell, *KUPHBIX KUCJIOT U CTEPOJIOB; YKUPOPACTBOPUMBIE
BUTAMHHBI/TIPOU3BOJHbIE BHTAMUHOB, U HMX CMeCH. B JNaHHOW rpymnme NpearnovYTUTEIbHbIE
TUMO(UIbHBIE MMOBEPXHOCTHO-AKTUBHBIE BEIIECTBA BKIIIOUAIOT 3(UPHI TIHLEPHHA H JKUPHBIX
KUCJIOT, 3(UPBI MPOIMMIECHTIINKOIS U JKUPHBIX KHCJIOT U MX CMECH, WIH HPEACTaBISIOT COOOH
ruapo¢oOHbIe TPOAYKTHI MepesTepuUKalUy TOJHONA, IO MEHbIIEeH Mepe, OJHUM HYIEHOM
TPYIIBI, COCTOSIIEH M3 PACTUTENBbHBIX MAaces, THAPOreHU3NPOBAHHBIX PACTUTENBHBIX Macesl U
TPUTIHLIEPHUIOB.

[257] B omgHOM BapuaHTe OCYILIECTBJICHHS, KOMIIO3ULUS MOJKET COIEP)KaTh
comobunmsatop it odecneueHus! XOpomeil CoMOOMIN3aluu 1/ U PaCTBOPEHUSI COSTUHEHHUS
HACTOSIIETO M300peTeHHs W Ui MHHUMH3ALUHM OCAKACHUS COCOMHEHHUS] HACTOSIIETO
n300peTeHust. OTO MOXET ObITh OCOOEHHO BaXKHO Ui KOMIIO3UIUI HE Ui NEepOpajbHOro
NPUMEHEHHUs, TAKIX KaK KOMITO3ULUH [T nHbeKIUH. CoMoONIN3aTop TakyKe MOKHO OOaBIISATh
IUIl YBEJNIMYEHUS PACTBOPUMOCTH T'MIAPOQPHIBHOIO JIEKAPCTBEHHOIO CPEACTBA W/MIM APYTHX
KOMIIOHEHTOB, TaKuUX Kak ITOBEPXHOCTHO-aKTUBHbIE BELIECTBA, WJIN JJIsI TOJIAEpIKAHUSA
KOMITO3HLIMH B BUJI€ CTAOMIBHOTO HJIM TOMOT€HHOT'O PacTBOPA WM TUCTIEPCUH.

[258] ITpumepbl MOAXOISAIIUX COMOOMIN3ATOPOB BKIIIOYAIOT, HO HE OTPAHUYHMBAIOTCS,
CJIEAYIOIIHE. CITUPTHI U MOJHOJIbI, TAKHE KAK STAHOJ, U30MPONAHOI, OyTaHO, O€H3UJIOBBIN CITUPT,
STHJICHTJIMKOJIb, TPOMMUJICHIJIUKONb, OyTaHAMONBI U €r0 H30MEpbI, TIHUIEPUH, MEHTa3PUTPUT,
copburou, MaHHUT, TPaHCKYTOJI, IMMETHUIH30CopOus, MOJIUA3TUIIEHTJTUKOJb,
MOJIUIPOIMJICHIJIUKOJb, TOJMUBUHWIOBBIM CHUPT, THAPOKCUMPONMIMETLENIIONY U Jpyrue
NPOM3BOJIHBIE LEJUTFOJIO3bI, IIUKJIOAEKCTPHHBI U MPOU3BOAHBIE IIMKJIOACKCTPHHA, TPOCTHIE 3(PUPHI
MOJIM3 TUJICHTIIMKOJIEH, MMEOIIIe CPEIHIOK MOJIEKYJSIPHYIO Maccy oT npudmusurensHo 200 mo
npubmmsutensHo 6000, Takue xak 3¢up Terparumpodypdypmiosoro crmpra u [0
(rmuxogypon) unn merokeu [1317; aMmuabl 1 Apyrue a30TconepKalue COeTMHEHMs], TaKue Kak 2-
MUPPOJIUIIOH, 2-NIMNEePUIOH, E-xamposakram, N-ankuInuppoauaoH, N-
TUIPOKCHANKUINUPPOIUA0H, N-ankunnunepuoH, N-aJKujaKanpoiakTaM, JUMeTHIaleTaMua 1
NOJUBUHWINIUPPOJIUAOH, CIOXKHBIE 3(QUpPBI, Takue Kak STWINPOMHOHAT, TPUOYTWILHTPAT,
AlEeTUITPUSTIIILUTPAT, AUETHATPUOYTHIILUTPAT, TPHUITHILUTPAT, STHIIONEAT, 3THIKANPUIIAT,
STHIIOYTHPAT, TPUALIETHH, PONHMJICHIIMKOIbMOHOALIETAT, POIMJIEHIIIMKOIbUALIETAT, TICUIIOH-
KaIlPOJIAKTOH U €r0 M30MePBI, O-BaJIEPOJIAKTOH U €ro U30Mepbl, B-OyTHPOIAKTOH B €r0 H30MEpHI,

U Jpyrue COMOOWIIM3AaTOpPbI, M3BECTHbIE B JAaHHOW OONAaCTM TEXHMKH, TaKHe Kak
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OUMETHIIAETaMUl, TUMETIIIN30CcopOua, N-MeTHINUPPOIUIOHBI, MOHOOKTAHOWH, MPOCTOH
MOHO3THJIOBBIH 3(UpP TUITHICHTJIUKOS U BOAY.
[259] MOKHO TakKe MPUMEHSITh CMECH COMOOMIN3aTOPOB. [IprMepsl BKIIIOYAIOT, HO HE

OrpaHUYHBAKOTCs, TPUALCTHUH, TPUITUIILNUTPAT, OTHJIOJICAT, STUJIKAIIPUIIAT, AUMETHUIIALICTAMUA, N-

METHJINUPPOIUIOH, N-ruapoKCHU3 TUIUPPOIUAOH, MOJIMBUHWINTUPPOJIUJIOH,
THAPOKCUNIPONUIMETUIILIEIIIIONO3Y, TUAPOKCUIPONMILUKIONEKCTPUHBI, 3TaHOI,
nonuyTUieHrukonb  200-100, rIKOQypou, TPAHCKYTOJL, IIPONUJIEHI JIMKOJIb u

muMernzocopoun. OcoOeHHO TPEeANnOUTUTENbHBIE COMIOOMIM3ATOPbl BKJIFOYAIOT COpPOMT,
TITHLEPUH, TPUALETHH, STUIOBBIH ciupT, [121-400, raukodypost 1 NpOMUIeHTITHKOIb.

[260] KonmuvecTBO comoOMIM3aTOpPa, KOTOPOE MOKET ObITh BKIIFOYEHO, KOHKPETHO HE
orpanudeHo. Konmu4ecTBO yKa3aHHOTO COMOOMIN3AaTOpa MOXKET OBITh OrpaHHYEHO M0
OMOJIOTNYECKH TPUEMJIEMOTO KOJIMYECTBA, KOTOPOE MOXKET JIETKO OMNPEAENUTh CIEeLUAIUCT B
TaHHOI 00J1aCTH TeXHUKU. B HEKOTOPBIX CIydasx MOKET OBITh ITOJIE3HBIM BKJIFOUEHHE KOJINYECTB
COMIOOUITM3aTOPOB, HAMHOIO MPEBBIAKIINE OHONpPUEMIIEMbIE KOJHYECTBA, HANPHUMEp, AJIs
MaKCHUMaJIbHOTO YBEJIWYEHHs KOHLIEHTPALUH JIEKAPCTBEHHOIO CPENCTBA, MPHYEM H30BITOK
comoOunm3aTopa yAASIIOT TepeA TNPEAOCTABICHHEM KOMIIO3WLIWU MAIMeHTy, TNPHUMEHs
o0IIenpHUHATBIE CIOCOOBI, TAKMX KaK MEpPEeroHka Wi ynapuBanue. Takum oOpa3om, eciu OH
MPHUCYTCTBYET, COMFOOMIN3ATOP MOXKET HAXOAUTHCS B MACCOBOM cooTHomeHun 10%, 25%, 50%,
100% wnu BruioTh o npubnusurensHo 200% 1o Becy, HCXoas u3 o01Ieii MacChl JISKapCTBEHHOTO
CPEeACTBAa M APYTUX BCIIOMOTATENbHBIX BelecTB. [Ipr He0OX0MMMOCTH, MOYKHO TaK)Ke€ PUMEHSTh
OoueHb HEOOJIbIITNE KOJIMYECTBA COoOum3aropa, Hampumep 5%, 2%, 1% wnn naxxe MeHbLIe.
OObBIMHO COMOOMIN3ATOP MOXKET NMPUCYTCTBOBATH B KOJMYECTBE OT MpHOIM3uTENnbHO 1% no
npubnusutenbHo 100%, Gonee 0ObMHO OT mpuOMM3UTENBbHO 5% M0 npubausuTensHo 25% mo
BECY.

[261] Kommosuiuss MOXET IONOJHUTENBHO COAEpXkKaTb OJHY WJIM HECKOJBKO
(apManeBTHYECKH MPUEMJIEMBIX J00aBOK M BCIIOMOraTeNibHbIe BeulecTBa. JlaHHble 10OAaBKH U
BCIIOMOTATEJIbHbIE BELIECTBA BKJIIOYAIOT, 0€3 OrpaHMYEHMs], areHThI, CHIDKAIOIINUE JIUIKOCTD,
NPOTHBOBCIICHUBAIOLIHE areHThl, Oy(hepHbIe areHThI, TOTUMEPbI, AaHTHOKCUIAHTBI, KOHCEPBAHTBHI,
XEJIATHPYIOLINE areHThbl, MOAYJIATOPBI B3KOCTH, MOAU(PHUKATOPBI TOHUYHOCTH, aPOMATH3aTOPBI,
KpacuTeny, OTAYIIKH, 3aMyTHSIOIINE AareHThbl, CYCIEHANPYIOIINE AareHThbl, CBSA3YIOLIUE,
HATIOJIHUTEITH, TJIaCTU(PUKATOPBI, CMA3bIBAIOIIIE ATCHThI U X CMECH.

[262] Kpome TOro, KMCIOTY HJIM OCHOBAHHE MOXKHO BKJIIOYaThb B KOMIIO3ULIMIO AJis
oOneruenust oOpabOTKH, AJIsI MOBBIIEHUsS] CTAOMIBHOCTH WM MO APYruM mpuduHam. IIpumepst
(apManeBTHIECKH PUEMIIEMBIX OCHOBAHHUI BKJIIOYAIOT AMHHOKHCIJIOTHI, 3(pUPbI aMUHOKHCIIOT,
THAPOKCHUT aMMOHWUS, THAPOKCUA KAJIHsI, THAPOKCUIT HATPHSL, THAPOKAPOOHAT HATPUSL, THAPOKCH
AFOMUHUS, KapOOHAT KajbLUs, TMAPOKCHA MArHus, aJFOMOCWIMKAT MAarHus, CHHTETHYECKHUN
CHJINKAT QJIOMHMHHUS, CHHTETHYECKUH THIPOKAJBbLHT, THAPOKCHUA  MAarHUs-aJIOMHUHUS,
AUU3ONPONWISTUIAMUH, 3TaHONAMMH, JTWICHAWAMHUH, TPUATAHONAMUH, TPUSTUJIAMUH,
TPUM3OIPONAHONAMUH, TPUMETHIAMUH, Tpuc(ruapokcumermin)amuaomMerad (TRIS) u mogobHbIe.

Taxxke TOOXOASIIMMH SIBJISIFOTCSL OCHOBAHHUS, KOTOpbIE TMPEACTABJSAIOT COOOM  COJH
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bapMaeBTHYECKH MPUEMIIEMOH KHCIIOTBI, TAKOW KaK YKCYCHasl KHCIIOTa, aKpHUJIOBAas KHUCIIOTA,
aJUMIHOBAs KHUCJIOTA, AJbIUHOBAs KHUCIIOTA, AlIKAHCYJIb(OHOBAsS KHCIOTA, AMHHOKUCJIIOTHI,
acKOpOMHOBasi KUCJOTa, OEH30MHAas KUCIOTa, OOpHAst KUCJIOTA, MAcJsiHAs KUCJIOTA, YroJjibHas
KUCJIOTA, JIMMOHHAsl KHMCJIOTA, JKUPHbIE KHCIOTBI, MypaBbUHAs KHCJIOTa, (pymMapoBast KHCIIOTA,
IJIFOKOHOBAs KHCJIOTA, THAPOXUHOCYJIB(POHOBAST KUCIIOTA, M30aCKOPOMHOBAsT KUCJIOTA, MOJIOYHAs
KHCJIOTa, MAJIEMHOBAasl KUCJIOTA, IIaBEJIeBas KHUCIOTa, napa-OpoMgpeHucyap(poHOBast KUCIOTa,
IPOMIMOHOBAsL KUCJIOTA, I-TOJYOJICYJIb(OHOBAsT KUCIOTA, CAJULIIIOBAS KUCJIOTA, CTEAPHHOBAsS
KUCJIOTA, STHTapHAsl KHUCJIOTa, OyOMJIbHAs KUCJIOTA, BUHHAS KHUCJIOTA, THOTJIMKOJIEBAsl KUCIIOTA,
TOJIyOJICYJIL()OHOBAST KUCJIOTA, MOYEBasi KUCIOTa M MonoOHbIe. Takke MOXKHO MPUMEHSTh COJH
TIOJIUMIPOTOHHBIX KHUCIIOT, Takue Kak ocdar Hatpus, ruapodocdat nuHaTpus u guruapodocdar
Hatpusi. Korna ocHoBaHuMe npeacTasisieT coO0i COb, KATHOH MOXKET MPENCTAaBIATh COOO0MH JIF0OOH
oO0menpuHATHIA U (papMaleBTHYECKH MPUEMJIEMbI KaTHOH, TAKOW KaK aMMOHHUM, IIEJOYHBIE
METaJUTBI U IIEJIOYHO3EMENbHbIE MeTa/UTbl. [I[puMephl MOTYT BKJIFOUATh, HO HE OTPaHUYHBAIOTCS,
HATPUM, KaJuM, TUTUN, MATHUN, KaJIbLUN 1 AMMOHUHU.

[263] TlogxomsimuMu  KHCIOTAaMU  SIBISIIOTCS  (DapMalleBTUYECKH  TpUEMJIEMbIe
OpPTraHUYECKHe WM HEOPraHUYeCKHe KUCIOTHL IIpuMephl moaxonsaux HEOPraHMYECKUX KHCIIOT
BKJIFOYAOT XJIOPUCTOBOIOPOIIHYIO KHCJIOTY, OpOMHCTOBOOPOIHYIO KHCJIOTY,
HOOMCTOBOOPOAHYIO KHCIIOTY, CEPHYIO KHCIOTY, a30THYK KHCJIOTY, OOpHYI KHCJOTY,
dochopuyro kucnory u nopodbusle. IIpuMepr! MOAXOMSAIMUX OPraHUUECKUX KHUCIIOT BKJFOUYAOT
YKCYCHYIO KHCJIOTY, aKpPWJIOBYK KHCJOTY, AQAMIMHOBYIO KHCJIOTY, AJbIHMHOBYIO KHCIIOTY,
AJIKAHCYJIb()OHOBBIE KHCIOTBI, AMUHOKHCIIOTBI, aCKOPOMHOBYIO KHUCJIOTY, O€H30MHYIO KUCJIOTY,
OOpHYIO KHCIIOTY, MAaCJISHYK KHCJIOTY, YTOJbHYIO KHCJIOTY, JHUMOHHYIO KHCJIOTY, >XUPHBIE
KUCJIOTBI, ~MYPaBbUHYK  KHCIOTY, (YMapoByH0  KHCJOTY, TJIIOKOHOBYIO  KHCJOTY,
T'HAPOXMHOCYJIb(OHOBYIO  KHCJOTY, HM30aCKOPOMHOBYIO  KHCJIOTY, MOJIOUHYK) KHCIOTY,
MaJIeMHOBYIO ~ KHCJIOTY, METaHCYJb(OHOBYIO  KHCJIOTY, IIABEIEBYID KHUCIOTYy, Iapa-
OpoMdpeHIICYIbHOHOBYIO KHUCIOTY, MPOMHOHOBYIO KHCIIOTY, M-TOJYOJICYJIb(HOHOBYIO KUCIOTY,
CAJTUIIMJIOBYEO KHCJIOTY, CT€APHHOBYIO KHCJIOTY, SIHTAPHYIO KHCJIOTY, NyOWJIbBHYIO KHCIIOTY,
BUHHYIO KHCJIOTY, THOTJIMKOJIEBYEO KHCJIOTY, TOJYOJICYJIb(OHOBYIO KUCJIOTY U MOYEBYIO KHUCJIOTY.

dapMaleBTUYeCKHEe KOMITO3HULIUU TSI UHBEKIIUU

[264] B n30paHHBIX BapuUaHTAaX OCYLIECTBJIEHHS, HACTOSIIEE N300PETEeHHEe OTHOCUTCS K
(apmaneBTHYECKOW KOMIIO3ULUK JUII WHBEKIHH, copepkameld uHruoutop MDM?2 wumm ero
bapManeBTHYECKH MPHEMJIEMYIO COJIb M (papMaLeBTHYECKOE BCIOMOTATENbHOE BEIIECTBO,
NPUTOAHOE ISl UHBEKIUH. KOMITOHEHTBI M KOJTMUECTBA areHTOB B KOMITO3ULIHSIX COCTABIISAIOT, KaK
OIHCAHO B HACTOSIILEM N300PETEHUH.

[265] ©@opMbL, B KOTOPBIE MOKHO BKJIFOYAaTh KOMIIO3HMILIMKA HACTOSIIIETO U300pEeTeHHsI ISt
BBEJICHUS WHBEKIHMEH, BKIIOYAOT BOAHbBIE WJIM MACIsiHblE CYCHEH3MH WM 3MYJIbCUH C
KYH)KYTHBIM MacJIOM, KYKYPY3HbIM MAacJiOM, XJIOIIKOBBIM MAacCJIOM HJIM apaxUCOBBIM MacjoM, a
TAKXKE SJIUKCUPBI, MAHHHUT, NEKCTPO3Yy WJIM CTEPHJIbHBIA BOIHBIA PAacTBOp, U AHAJOTHYHBIE
(apmMaLeBTHYECKHE CPEIbL.

[266] Boanble pacTBOPH! B (PU3UOJOTHIECKOM PACTBOPE TAKKE OOBIYHO MPUMEHSIOT JJIS
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uHbekuil. Taxke MOXHO NPUMEHSATb 3TAHOJN, TJIMLEPUH, NPONWIEHIVIUKOAb U JKUAKHUM
NOJIM3 TUJICHTIIUKOIIB (M UX TIOAXOJIAIIINE CMECH ), IPOU3BOIHBIE LIUKJIOAEKCTPHHA U PACTUTENIbHBIE
macna. Ilogxopsimyro Teky4decTb MOXKHO MOAJAEPKUBAaTh, HANPUMEP, HAHECEHHEM MOKpPbITHS,
TAKOT'0 KaK JIELUTHH, JJIs1 TOJIePKaHus TpeOyeMOoro pa3Mepa YacTHIL B CITydae AUCTIEPTUPOBAHUS
U T[pPUMEHEHHEM  IOBEPXHOCTHO-aKTHBHBIX  BewecTs.  IlpemorBpatuth  AeicTBUE
MHKPOOPTaHU3MOB MOJKHO C ITOMOLIBIO PA3JIMUHBIX aHTHOAKTEPUABHBIX M MPOTHBOIPUOKOBBIX
areHToB, HaNpHuMep, napadeHoB, XJIopOyTaHoma, ¢peHona, COpONHOBON KUCIOTH M TUMEPOCAIa.

[267] CrepunbHbIE PaCTBOPHI IJIs1 UHBEKIIUI MTOJyYar0T BKIFOYeHHeM HHruonropa MDM?2
wii ero (apMaLeBTUYECKH MPUEMIIEMON Coimu B TpeOyeMbIX KOJMYECTBAX B MOAXOISIIMN
pacTBOpPUTENb C pA3IUYHBIMU JAPYTUMU HHTPEIUEHTaMH, [EepPEeUYUCIeHHbIMU BbIIIE, IPU
HEOOXOOUMOCTH, C TOCIEAyIoIIell creprinsanuein ¢uiabTpoBaHueM. OOBIYHO AHCIEPCUH
MOJIy4YalOT BKJIFOUEHUEM Pa3INYHbIX CTEPHJIN30BAHHBIX aKTUBHBIX UHTPEAUEHTOB B CTEPUIIbHBIN
HOCHUTEIIb, KOTOPBIH COAEPIKUT OCHOBHYI IUCHEPCHOHHYIO Cpeny U ApPyrue HeoOXOoIuMble
UHTPEANEHTHI U3 MepevrCIeHHbIX Bblllle. B ciydyae cTepuIbHBIX NOPOLIKOB JJIs1 IPUTOTOBIEHMUS
CTEPHJIbHBIX PAcCTBOPOB IJIi MHBEKLUUH, HEKOTOPBIE >KEIaTEeNbHbIE CIMOCOOBI MPUTOTOBJICHUS
NPEACTABISIIOT COOOM Croco0 BaKyyMHOH CYIIKH W CYOJMMaLMOHHON CYIIKH, KOTOpBIE NAKOT
MOPOLIOK aKTUBHOTO MHTPENUEHTa IUTIOC JIOOOH MOMONHUTENbHBIA TpeOyeMblii HHIPEAHEHT U3
€ro MPeIBaPUTENbHO CTEPUITM30BAHHOTO (PHUIIBTPOBAHUEM PACTBOPA.

[268] Beenenne naruduropa MDM2 nium ero papmaneBTHYeCKH MPUEMIIEMOI COJIM HIIH
bapmareBTHIECKONH KOMITO3UIINU JAHHBIX COENUHEHUH MOKHO OCYIECTBIISATH JIOOBIM CIIOCOO0M,
KOTOPBI 00ecTieunBaeT JOCTaBKY COSIUHEHUN K MeCTy AeicTBUs. JJaHHBIe CITIOCOOBI BKIIFOYAIOT
nepopaibHble IyTH, WHTPAAyOJIEHAJbHbIE IyTH, MNAPEHTEPAJbHYI0 WHBEKIMIO (BKIOYAs
BHYTPUBEHHYIO, BHYTPUAPTEPUAIbHYIO, MOJKOXHYK, BHYTPUMBILIEUYHYI0, BHYTPUCOCYIUCTYIO,
BHYTPHOPIOIIMHHYIO WM WH(Y3UI0), MECTHOe (HAampHMep, TPaHCAEPMAIbHOE HAHECEHHE),
PEKTaNbHOE BBEACHUE, IIOCPEICTBOM MECTHOM NOCTABKM C MOMOLIBIO KaTeTepa MU CTEHTa WU
nocpencTBoM MHraysiuu. KoMOMHAIMIO COeTMHEHNI MOKHO TaK)Ke BBOAUTh HHTPAATUIO3aTIbHO
WJIM UHTPATEKAJbHO.

[269] Ilpumepsl GopM Ul MAPEHTEPATHHOTO BBENCHHUS BKIHOYAOT PACTBOPBI HIIH
CYCIIEH3UM AaKTHUBHOIO COEJUHEHUS B CTEPUJIbHBIX BOAHBIX PAacTBOPAx, HAIMpPHUMEp, BOAHBIX
pacTBOpax MPOMHJIEHIIMKONS WIA AeKCTpo3bl. IIpu HEOOXOMUMOCTH, JaHHBIE JIEKAPCTBEHHBIE
(bopMBI MOTYT OBITH COOTBETCTBYIOLITUM 00pa3oM 3a0y(epeHsl.

[270] Hacrosiimee wu3zoOpeTeHuMe Takke OTHOCUTCS K HabOopam. Habopel comepskar
uHruourop MDM2 wunu ero (apMauneBTHYECKH NPUEMIIEMYIO COJb, HJIM OTAEIbHO WIH B
KOMOMHAIMKA C TIOAXOINEH YMaKOBKOW, W MHCbMEHHBIMH MaTepUaaMH, KOTOPbIE MOTYT
BKJIFOYATh MHCTPYKLHH 1O NMPUMEHEHHIO, O0CYKIeHHE KIMHUYECKUX HCCIENOBAHUNA M CIHCOK
no0ouHbIX 3¢ exToB. JJaHHBIE HAOOPHI MOTYT TAKJKE BKIIFOYATh HH(POPMALIHIO, TAKYIO KaK CCBUIKH
Ha HAay4HyH JMTepaTypy, MaTepuUajibl-BKJIAAbIIIM B YIAKOBKY, pe€3yJbTaThbl KIMHUYECKUX
UCTIBITAHUN W/WIM HMX KPaTKoe H3JIOKEHHE HX U TMOAO0OHbIE, KOTOPblE YKa3bIBAIOT WIIU
YCTAHABJIMBAIOT AKTUBHOCTH W/WJIM MPEUMYLIECTBA KOMIIO3UIUH, W/WIN KOTOPbIE OMHCHIBAIOT

IO3UpOBaHue, BBeleHHE, NOoO0OUYHbIE 3(P(EKThI, JIEKAPCTBEHHbIE B3aMMOACHCTBUS WU JIPYTYIO
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MH(POPMALIMIO, TOJE3HYIO IS MOCTABIIMKA METULMHCKUX yCayT. JlanHas nHpOpMAIys MOXKET
OBITH OCHOBaHA Ha Pe3yJIbTATaX PA3IMYHBIX UCCIEIOBAHNUN, HATIPUMED, UCCIIENOBAaHUN, TPUMEHSS
SKCIIEPUMEHTAJIBHBIX KHBOTHBIX, BKJIOYAs 1N VIVO MOJAENIM U HMCCIENOBAaHUS, OCHOBAHHBIE Ha
KJIMHUYECKUX HCHBITAHUAX Ha Joasx. HaOop MoXer NOMONHUTENBbHO COnmepkaTrh Ipyroi
aKTUBHBIN (apmanieBTudeckuii uHrpenueHt. lloaxonsinas yrakoBKa M JONOJHUTEIbHbIE
IpeaMeThI Uil TPUMEHEHUs (HarpuMmep, MepHbIH CTakaH JUI JKUAKHX MpernapaToB, o0epTka u3
(donbru Ans MUHUMH3ALMK BO3AEHCTBHS BO3IyXa M MOJOOHBIE) U3BECTHBI B JAHHOHN 00JacTh
TEXHUKH U MOTYT OBbITh BKJIFOUEeHbI B HaOop. Habopbl, onucaHHble B HACTOSIIEM HM300pETEHUH,
MOJKHO MPEIOCTaBIATh, IPOAABATH W/ WIJIH MPOBUTATh MOCTABIIUKAM 3IPABOOXPAHEHHUSI, BKIIFOUAs
Bpaueid, Meacectep, GpapMarieBTOB, TOJKHOCTHBIX JHL 1O (GopmyisipamM U mogoOHsiM. HabGopsl
TAKXKE MOXKHO, B U30paHHBIX BapHAHTAX OCYIIECTBJICHUS, MPOAABATb HETOCPEACTBEHHO
norpedureno. B ogHOM BapwaHTE OCYINECTBJICHHS, HACTOsiee HU300pETeHHE OTHOCHTCS K
Habopy, comepkameMy uHrHOUTOp MDM?2 1u ero ¢apManeBTHYECKU TPUEMJIEMYIO COJIb, TSI
npuMeHeHus1 B jeueann MPN. B onnom Bapuanrte ocymecteienus, MPN BbIOpaH U3 rpyIbL,
cocrosimiedd w3 wucTHHHON mnomuuuremun (PV), sccenumanpHOl TpomOouutemun (ET), u
nepBudHOro Muenodudposa. B omHOM BapuaHTe OCYILIECTBIECHMs, HACTOsIIEe H300peTeHne
OTHOCHUTCS K Habopy, conepkamemy nHruonTop MDM2 uin ero papmManeBTHIECKH TPHEMIIEMYTO
COJIb, JUIA NPUMEHEHHs B JICYEHUH XPOHWYeCKOH muenoreHHol neiikemun (CML). B omnom
BapUAHTE OCYINECTBIIEHHs, HacTosllee H300peTeHHe OTHOCHTCS K Habopy, copepkamemy
uHruourop MDM?2 mnu ero gpapMarieBTUHECKH IPUEMIIEMYIO COJIb, AJIsl IPUMEHEHHS B JIEYEHUH
ocTpoii MuenoreHHoi neiikemun (AML). B onmHOM BapuaHTe OCYINECTBJICHHUS, HACTOsIIEe
n300peTeHne OTHOCUTCS K Habopy, coaepakaiemy HHruontTop MDM?2 mnu ero ¢papmaneBTHIECKH
IPUEMJIEMYIO COJIb, JUIsl IPUMEHEHHs B JIEUeHUN KapuuHOMbI 13 kieTok Mepkerst (MCC).

JI03UpPOBKU U PEKUMBI AO3UPOBAHUS

[271] Bommmoe koju4yectBo wuHruOutopa MDM2 wuiam ero (¢apManeBTUYECKH
npuemMiIeMol coiu OyeT 3aBUCETh OT YeJOBEKa, KOTOPOro JieYar, TSHKECTH PAacCTPONCTBA HMITU
COCTOSIHUS, CKOPOCTH BBEICHUS], BBIBEIECHHS COEJUHEHUN U YCMOTPEHHUs Jieyallero Bpauya.
Opnnako »¢dexTBHAs NO3UPOBKAa HAXOMWTCA B auamna3oHe or npubmusurensHo 0,001 mo
npubmsuTenbHo 100 Mr Ha Kr Macchl Tejna B JI€Hb, HAmpUMep OT NPUOIU3UTETbHO | 1O
npUOM3UTENBHO 35 MI/KI/eHb, B pa30BOU WK pasaeneHHol nose. Jis denoseka Becom 70 kr
oHa Oynet cocTaBJsiTh oT pubm3uTensHo 0,05 1o 7 1/nenb, Hanpumep, oT npudausuTenbHo 0,05
10 MpUOTU3UTENBHO 2,5 T/neHb. B HEKOTOPBIX Cydasx YPOBHHU 103 HH)KE HIDKHETO Iperena
BBILIEYIOMSIHYTOTO IMAINa30Ha MOTYT ObITh OoJiee YeM aeKBaTHBIMH, B TO BPEMS KaK B JPYIUX
CJIydasix MOXKHO TNPHMEHSTH elle 0ojiee BBICOKHE N103bl, HE BbI3bIBAas KAKUX-THOO BPEIHBIX
noOouHbIX 3((}eKToB - HampuMmep, MyTeM pa3fesieHHs] NaHHBIX OOJBIINX 103 HA HECKOJIbKO
HeOOJBIINX 103 [T BBEACHUS B TEUEHHE JHSL.

[272] B HEKOTOpBIX BapHaHTax OCYyLIeCTBIeHHs, uHruomrop MDM2 wmu ero
(bapmMareBTHIECKH PUEMIIEMYIO COJIb BBOIAT B BUAE OAHOHN 103bl. OOBIYHO NaHHOE BBEACHUE
Oyner nHbEeKIMEH, HaPUMep, BHY TPUBEHHON HHbEKLIMEH, 4TOOB! OBICTPO BBECTH areHThl. OTHaKO

py HeOOXOIUMOCTH MOXKHO ITPUMEHSTH U ipyrue nytu. PasoByro no3y uarundburopa MDM2 unu



72

ero (papmauneBTUYECKH NPUEMIIEMOH COJM MOXHO TaKKe NMPUMEHSATH U JIEYEHHUsS OCTPOro
COCTOSIHHSL.

[273] B HexkoTOpBIX BapHaHTax oOCywlecTBIeHHs, uHruourop MDM2 wnmu ero
(bapmMaleBTHYECKH NIPUEMIIEMYIO COJIb BBOAST B BHJE HECKONbKHX 1103 11 jedeHus MPN. B
OZTHOM BapHaHTe OCylIecTBieHUs, UHruouTop MDM?2 unn ero papMalieBTHUECKH TPUEMIIEMYIO
COJIb BBOISIT B BUJI€ HECKOJIBKUX 103. B omHOM BapmanTe ocyuectsieHus, nHrubutop MDM?2
W ero (papMareBTUYECKH MPUEMIIEMYIO COJIb BBOZAAT B BH/E€ HECKOJBKUX 103 MHbEKLHUEH -
Hanpumep, BHyTPUBEHHON UHbeKLMEN. B 0THOM BapuaHTe OCYIECTBIECHUs, AO3UPOBAHUE MOKET
OBITh OIVH, ABA, TPH, YEThIPE, MATh, IIECTh MM OOJiee MECTH pa3 B ACHb. B OIMHOM BapuaHTe
OCYIECTBIICHHSI TO3UPOBAHHE MOKHO BBIOPATh W3 IPYIIbI, COCTOSINEH U3 OMH pa3 B I€Hb, IBA
pasa B IeHb, TPU Pa3a B JI€Hb, YETHIPE Pa3a B A€Hb, IISITh Pa3 B I€Hb, LIECTh Pa3 B I€Hb, OJUH Pa3
4yepes IeHb, OUH Pa3 B HEJEINIO, 1Ba pa3a B HEAEII0, TPU pPa3a B HEAENI0, YEThIPE pa3a B HENEIIIO,
7Ba pasa B HENEJIO U eXKeMeCsTYHO. B apyrux BapuaHTax ocymecTBieHus:, THruourop MDM2 nnu
ero (papmManeBTUYECKH MPUEMJIEMYIO COJIb BBOAAT OT NMPHUOIM3UTENBHO OXHOTO pasa B JI€Hb 10
NPUOM3UTENBHO ECTH Pa3 B A€Hb. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHUS HHruourop MDM?2
WM ero (papManeBTUUECKH MPHUEMIIEMYIO COJIb BBOAAT OAWMH pa3 B JIEHb, TOTZAa KaK B JPYIUX
BapHaHTaxX OCYIIECTBIIeHUs] HHIrHONTOp MDM2 mnm ero gapManeBTHYECKH MPUEMIIEMYIO COJIb
BBOIAT JBAXIBI B JI€Hb, U B APYTUX BapHaHTax OCyllecTBIeHUs MHruoutop MDM2 wmmu ero
(dapManeBTHYECKH MPUEMIIEMYIO COJIb BBOIAT TPH pa3a B J€Hb. B HEKOTOPBHIX BapHaHTax
ocymectsieHust uHruonrop MDM?2 mnu ero gpapmaneBTH4ecku IPUEMIIEMYIO COJIb BBOZAT TPHU
pasa B HEJIEJIIO, BKJIOYAst KAXKAbIA MOHEAENIbHUK, CPEY U ISTHULLY.

[274] BBenenne unruOutopa MDM?2 unm ero QapmaneBTHYeCKH MPUEMIIEMOH COJH
MOKET MPOIOJDKATHCS CTOJIBKO, CKOJIBKO HEOOX0aMO. B HEKOTOpBIX BapuaHTaxX OCYINECTBICHUS,
uHrnourop MDM2 nnu ero ¢papMalieBTHYECKH MPHEMIIEMYIO COJIb BBOAAT B TeueHHE Oosiee uem
1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30, 31 unu Gonee nHeil. B HEKOTOPBIX BapuUaHTaX OCYINECTBIEHUs, HHruouTop MDM2 unu ero
(bapMaleBTHYECKU MPUEMIIEMYIO COJIb BBOIST B TeueHue MeHee ueMm 28, 14, 7,6, 5, 4, 3, 2 wnn 1
neHb. B HEKOTOPBIX BapuaHTax ocyuiecTBiIeHus, ”HruOnTop MDM2 mnu ero apmManeBTHUECKU
NPUEMJIEMYIO COJIb BBOAST B Te€4YeHHe NpuOiusutenvHo 14 nHed, mpubmusutensHo 21 nHEH,
npuOm3uTeNbHO 28  gHel, mpubnmusuTenbHO 35  gHed, mnpubnusuTensbHO 42 HEH,
npubmmsuTenbHo 49 pHeH wiaM  npuOMM3UTENbHO 56 aHEeNW. B HEKOTOpBIX BapHaHTax
ocymectsieHus, HHruourop MDM2 mnu ero ¢apManeBTUYECKH MPUEMIIEMYIO COJIb BBOZIST
NIOCTOSIHHO, Hampumep, IUId  JIedeHHs XpOHMYeckux os¢dekroB. B  nmpyrom Bapuanre
OCYILIECTBIIEHHsI BBeeHHe MHruouropa MDM?2 mnu ero ¢apManeBTHUECKH MPUEMIIEMON COJTU
NPONOJDKAIOT B TEYCHHWE MEHbIIE uYeM MpuOnm3uTenbHo 7 aHeld. B eme apyrom BapuanTe
OCYIIECTBJICHUS] BBEICHHE MPOIOJIKAIOT B TeueHue Oosee yem mpudmusurensro 6, 10, 14, 28
IOHEW, IBYX MECALEB, TPEX MECALEB, YEThIPEX MECALEB, MATH MECSLEB, LIECTH MECSALEB, CEMU
MECSLIEB, BOCBMHU MECSILEB, IE€BSITU MECALEB, IECATU MECSILIEB, OAMHHALATU MECSLIEB UJIH OJJHOTO
roga. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHMs, BBEACHNUE MPOAOIDKAIOT B T€UeHUE Oosee uem

NPUOU3UTENBHO OHOTO T'OAa, ABYX JIET, TPEX JIET, YEThIpEX JIET WM ISATH JIeT. B HeKOTOpbIX
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BAPUAHTAaX OCYINECTBJIEHHUS, JIOCTUTAETCSl HENPEPbIBHOE JO3UPOBAHHE M IOANEPKUBAETCS
CTOJIBKO, CKOJIBKO HEOOXOIUMO.

[275] B HeKOTOpBIX BapuaHTax OCYLIECTBIEHHs, 3(p(eKTUBHAs NO3MPOBKA MHTHOUTOpA
MDM2 wunu ero QapMaleBTHYeCKH MNPHEMIEMONl COJXM HaXOAWTCS B JMAIla30HE OT
npubmusurensHo 1 mr go npubmmsurensHo 500 wmr, or mpubmmsutensHo 10 Mr o
npubmmsurensHo 300 mr, or mpubnmsurensHo 20 Mr no npubnmsurensHo 250 wMr, or
npubnusuTenbHo 25 mr go npubnusurensHo 200 wr, ot npubmmsurenasho 10 Mr gmo

npubmusutensio 200 mr, ot npubamsurenbHo 20 Mmr go npubmausurensHo 150 wmr

2

oT
npubmusutensio 30 mMr go npubnusurensHo 120 wmr, ot mpubmmsurensHo 10 mr gmo

npubmmsutenbHo 90 wmr, ot mnpubmusurenbHo 20 Mr po npuOnmsurenbHo 80 MT

2

oT
npubmmsutensio 30 mr go npubmusurensHo 70 wmr, ot npubmusurensHo 40 Mmr go

npubmmsuTenbHo 60 Mr, ot mnpubnusuTenbHO 45 Mr g0 npuONM3MTENBHO S5 M, OT

2

npubmmsuTensHo 48 mr go mpubmusurtenbHo 52 wMr, or npubmusurensHo S50 Mr go

npubmusutensHo 150 mr, or mpubmmsurensHo 60 Mr go npubmusurenvHo 140 wMr, ot

2

npubmmsutensHo 70 mMr go npubmusurensHo 130 wmr, or mnpubmmsurensHo 80 Mr o

npubmusutensHo 120 mr, or npubmmsurensHo 90 mr go npubmmsurensHo 110 mr, ot

2

npubmmsuTensHo 95 mr go npubnusutensHo 105 Mmr, or npubOmmsurensHo 150 mr mo

npubmusutensHo 250 mr, ot mpubnmsurensHo 160 mMr no nmpuOmmsurensHO 240 Mr, OT

2

npubmusutensHo 170 Mr po mpubmmsurensro 230 mr, or mnpubnusurensHo 180 Mr mo

npubnusutensHo 220 wmr, ot npudnmsurensHo 190 mr pgo nmpubmmsurensHo 210 wmr, ot

>
npubnusuTensHo 195 mr po nmpubmmsurensho 205 mr, wiam or npudnmsurensHo 198 mo
npubnusuTensHo 202 Mr. B HEKOTOPBIX BapHaHTax OCYINECTBIIEHUs, d(pQeKTuBHAs TO3HPOBKA
unrnouropa MDM?2 nnu ero apmarieBTH4eCKH MpUeMIIEMOI COIM COCTABIIAET MPHOIU3UTETLHO
15 mr, npubamsurensHo 25 Mr, npubnn3uTeabHo 30 Mr, mpubIu3uTenbHO SO Mr, MPUOIU3UTENBHO
50 wr, npubmmsurensHo 75 wr, npubmmsurensHo 90 wmr, npubmmusurensHo 100w,
npubnusuTenbHo 120 mr, npubmmsurensro 125 mr, npubnusurensao 150 mr, npubau3uTensHO
175 wr, npubmusurensHo 180 wmr, npubmusutensHo 200 wmr, npubmusuTensHO 225 wMr,
npubnmsuTenbHo 240 mr, npuOaM3uTeabHo 250 Mr, mpuOIM3UTENbHO 275 Mr, NPUOIH3UTEITBHO
300 wmr, mpubmusutenvHo 325 wmr, npubmusurenbHo 350 wmr, npubmmsurensHo 360 M,
npubmmsuTenbHo 375 mr, npubmmsurensHo 400 mr, mpuOIM3NTENbHO 425 Mr, NPUOIH3UTETBPHO
450 mr, npubnusurensHo 475 wmr, npudmusurensro 480 mr uan npubmusurtensHo 500 mr. B
HEKOTOPBIX BapHaHTaxX ocyliecTBiIeHMs, 3pexTrBHas no3upoBka nHruOuTopa MDM2 mnu ero
(dapmaneBTHYECKH TIpUeMIIeMOl cou coctasisier 15 mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90
mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 mr, 250 mr, 275 mr, 300 mr, 325
mr, 350 mr, 360 mr, 375 mr u 480 mr.

[276] B HEKOTOpBIX BapuaHTax OCYIIECTBIIEHHs, 3(p(EeKTUBHAS NO3MPOBKA MHTHOUTOpA
MDM2 wunu ero ¢apManeBTUYeCKH TNPHUEMIEMONl COJNM HAaXOAWTCS B JHANa30HE OT
npudmsuTenbHo 0,01 mr/kr mo npubmusurensHo 4,3 Mr/kr, ot npudmmsurensHo 0,15 mr/kr mo
npubnu3uTeNnbHO 3,6 MI/Kr, oT npubausutenbHo 0,3 MI/Kr 10 NpUOIU3UTENBHO 3,2 MI/KT, OT

npubnusuTensHo 0,35 Mr/kr go npubnusurtensHo 2,85 Mr/kr, oT npubausurensHo 0,15 mr/kr no
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npubnusuTenbHo 2,85 mr/kr, ot nmpubnusutensHo 0,3 Mr mpo npubnmsutensHO 2,15 Mr/kr, ot
npubmusuTensHo 0,45 mr/kr no npubnusutensHo 1,7 Mr/kr, ot npudmsurensHo 0,15 Mr/kr go
npubnusuTensHo 1,3 mr/kr, ot npubnusurensHo 0,3 Mr/kr no npudmmsurensHo 1,15 mr/kr, ot
npubnusuTensHo 0,45 Mr/kr no npubnusutensHo 1 Mr/kr, ot npudmmsurensHo 0,55 mr/xr mo
npubmsurensHo 0,85 Mr/kr, ot npubmusuTensHo 0,65 Mr/kr no npubnusurenasHo 0,8 MI/Kr, OT
npubmsurtensHo 0,7 mr/kr no npubmamsurensHo 0,75 Mr/kr, ot npubmusurenbHo 0,7 Mr/kr no
npubnusuTenbHo 2,15 mr/kr, ot mpubnusutenbHo 0,85 Mr/Kr 10 mpuOIM3UTENBHO 2 MI/KT, OT
npubnusuTenbHo 1 Mr/kr no npubnusuresnabHo 1,85 mr/kr, ot mpubmusutensho 1,15 mr/kr mo
npubIM3UTENBHO 1,7 MI/KT, OT NMPUOIM3UTEIBHO 1,3 MI/KT Mr 10 MpHOIM3UTENBHO 1,6 MI/KT, OT
npubmmsuTenbHo 1,35 mr/kr 1o npubnusutensHo 1,5 Mr/kr, ot npubansurenasHo 2,15 Mr/kr no
NpUOIU3UTENBHO 3,6 MI/KT, OT MPUOJH3UTENBHO 2,3 MI/KT A0 MPUOIU3UTENBHO 3,4 MI/KT, OT
npUOM3UTENBHO 2,4 MI/KT O MPUOTU3UTENBHO 3,3 MI/KT, OT MPUOIU3UTEIBHO 2,6 MI/KT 1O
npubmmsuTenbHo 3,15 mr/kr, or mpuOnM3nuTeNnbHO 2,7 MI/KT 10 NMPUOTU3UTENBHO 3 MI/KT, OT
npUOIU3UTENBHO 2,8 MI/KT 10 MPUOIU3UTENBHO 3 MI/KT HITH OT NPUOIM3UTENBHO 2,85 MI/KT 10
npuOIM3NUTENBHO 2,95 MI/KT. B HEKOTOPBIX BapHaHTax OCyIIECTBICHUs, 3P PeKTHBHAS TO3HPOBKA
uHruouropa MDM2 wiu ero ¢papmManeBTHIECKH MPUEMIIEMON COJIH COCTABIISIET MPUOIU3UTEIBHO
0,35 wmr/kr, npubmmsurensHo 0,7 mr/kr, npuOam3uTenbHo 1 Mr/kr, npubnusurensHo 1,4 mr/kr,
npubmsuTenbHo 1,8 mr/kr, npubmusurensHo 2,1 wmr/kr, npubnusutenbHo 2,5  MI/KT,
npuOIM3NUTENBHO 2,85 MI/KT, TPUOIM3UTENBHO 3,2 MI/KT WIIA IPUOITU3UTENBHO 3,6 MIV/KT.

[277] B HeKOTOpBIX BapHaHTax oOCywlecTBIeHHs, uHruourop MDM2 wmu ero
(apMaLeBTHYECKU MPUEMIIEMYIO COJIb BBOIAT Mpu no3upoBke 10-500 mMr nBa pa3 B I€Hb, BKIFOYAs
n03upoBky 15 mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180
mr, 200 mr, 225 wmr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr nBa
pa3 B JIeHb.

[278] B HeKOTOpbIX BapuaHTax oOCyLIeCTBIeHHs, uHruoumrop MDM2 wmm ero
(bapMaleBTHYECKU TPUEMIIEMYIO COJIb BBOIST Mpu n03upoBke 10-500 Mr oguH pa3 B JEHb,
BKJIFOUast JO3UPOBKY 15 mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175
mr, 180 mr, 200 mr, 225 wmr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mMr u
480 Mr oguH pas B J€Hb.

[279] DddextuBHOE KOMMUecTBO mMHrHOMTOpa MDM2 wnm ero ¢apManeBTUYECKU
NPUEMIIEMON COJIM MOYKHO BBOZIUTBCS B BU/I€ OTHOKPATHOM MJIM MHOTOKPATHOMW J03bI JIFOOBIM U3
NPUHATBIX CIIOCOOOB BBEEHHS ar€HTOB, HIMEIOIUX CXOAHOE MPUMEHEHNE, BKITFOUast OYKKaJIbHBIH,
CyOJIMHTBaJIbHBIA M TPAHCAEPMAJIbHBIA MyTH, BHYTPHAPTEPHAIbHONW WHBEKIHNEH, BHYTPUBEHHO,
MapeHTEPAbHO, BHYTPUMBILIEYHO, TTOAKOKHO HIJIH IEPOPAIIBHO

[280] B HeKOTOpBIX BapHaHTax OCYyLIeCTBIEHHs, uHruomrop MDM2 wumm ero
bapManeBTHYECKH NPUEMIIEMYIO COJIb BBOIST CYOBEKTY NEPUOJUYECKH, YTO H3BECTHO Kak
npepsIBUCTOE BBeneHHE. [1on «IpepbIBUCTBIM BBEIEHHEM)» NOAPA3YMEBAIOT MEPUO BBEIEHUS
TepaneBTHuecku 3¢dexruBHON mo3bl mHruOuropa MDM2 wumm ero (QapmaueBTHUECKH
IPUEMJIEMON COJIH, 32 KOTOPBIM ClIeyeT NepUo]] BPEMEHH NPEKPaLIeHNs NIPUeMa, 3a KOTOPbIM

cienyeT Apyrou nepuoa BBEACHUs U Tak fajiee. B kaxablii nepuoz npuemMa 4acToTy JO3UPOBAHUS
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MO>KHO HE3aBHCHMO BbIOpaTh M3: TPEX pa3 B JI€Hb, JBAXKIbl B J€Hb, €KEAHEBHO, OIUH pa3 B
HEZIeJII0, 1Ba pasa B HEAEN0, TPU pas3a B HENENI0, YeThIpe pa3a B HEJEN0, MATh pa3 B HENelo,
IIECTh Pa3 B HEJENIO WIIH eXXeMecsiuHO. B ogHOM BapuaHTe ocyliecTBieHus, nHruourop MDM2
npenctasisier coboit coemuHenue Gopmynsl () wmm dopmynsr (II). B onnom BapuaHTe
ocyuiectieHus, tHruburop MDM?2 BeIOpaH u3 rpymnmsl, cocrosiuiei coequaenus Gopmyns (1),
dopmyasr (IT), RG7388, Tpunronmna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IMHA-3a, HyTJIuUHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 um ux ¢QapmManeBTHYECKH NPUEMIIEMbIX COJlell. B ONHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHenus Gopmyisl (I), dopmyner (II),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmanieBTHHECKU PUEMIIEMBIX COJIEH.

[281] Ilox «meproaoM MpekpaleHus TPUeMay WIH KIEPUOIOM MOKOs» MOAPA3YMEBAOT
NepUoJ] BPEMEHH, B TEUEHHE KOTOPOro NpeKpamarT mnpueM uHruowropa MDM2 wnu ero
dapmaneBTHUeCKH TpuemsieMor conu. Ileprion BpeMeHM NpekpalieHusl MmpueMa MOXeT OBITh
JUIMHHEE WJIM KOpoue, YeM NEepUO/ BBEIEHUs, WIM TaKUM 3Ke, Kak nepuos BeneHus. B nepuon
IpeKpalleH’s] NpueMa MOXKHO BBEOUTb JApPYrue TepaneBTUYECKUE AareHThbl, OTJIUYHBbIE OT
uHruouropa MDM2 wnu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[282] B omHOM BapuaHTe ocyimecTsieHus], ”HruouTop MDM?2 mu ero gpapmaneBTUIECKU
NPUEMJIEMYIO COJIb BBOIAT HYXKJAKOLIEMYCsl 4eJOBEUYECKOMY CYOBEKTY [UIsL  JIYeHUs
muenonponupepamueno2o nosooodpazoeanusi (MPN) B TedueHne mepBOro MepHOAa BBEACHUS,
3aTeM clefyeT Mepuoj MpeKpalleHus IpueMa, 3aTeM clieAyeT BTOPOH Nepuoj npuema u T. 1., B
xoropom MPN BbIOpaH U3 rpymimsl, cocTosiel nu3 uictTuHHoN noyuuuremun (PV), muenodpudposa,
nepBU4HOrO  Muenaopudpoza, TpoMOOLMTEMUH, ScceHuuanbHoit Tpombonuremuu (ET),
unuonaruyeckoro  mmenodpudbposa, cucteMHoro — Macronurosa  (SM),  XpOHHYECKOH
HelrpopuibHoil netikemun (CNL), muenomucruactudeckoro cunapoma (MDS), cuctemHoro
3aboneBanust Ty4HbIX Ki1eTOK (SMCD). [lepBriii mepron BBEEHUs, BTOPOW MEPUOA BBEACHUS U
TIEPUOJ MTOKOST HE3aBUCUMO BBIOPAHbI M3 TPYIIIILI, cocTosimel u3 6oeevem 1,2, 3,4,5,6,7,8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, oqHOrO Mecsla, AT
HeseNb, IIEeCTU HeAeNlb, CEeMH HeAeNnb, ABYX MeCsleB, AEBITH Helelb, NeCATH HeAelb,
OJIMHHAALIATH HeJelb, TPEX MEeCALEB, TPUHAALATU HeJeNb, YeThIPHAALATU HeeNb, MSITHaALATH
Henesb, 4YeThlpeX MecsleB u Oojee nHell, B KoropoM wuHruobutop MDM2 wmm ero
(apManeBTHYECKH MPUEMJIEMYIO COJIb BBOIST CYOBEKTY TPH pas3a B I€Hb, ABAKABI B JICHb,
€XXeHEBHO, OJIMH pa3 B HEJEJIO, BA pa3a B HEZEIIO, TPU Pa3a B HEJIEJNIO, YEThIPE pa3a B HEJEINO,
AT pa3 B HEZAENIO, LIECTh pa3 B HEJENIO WK eXXeMecsiuHO. B oJHOM BapuaHTe OCyIleCTBIEHHS,
NepBbBIN NepUOJ BBEJIEHUS UMEET TaKylo Jke MPOAOLKUTENbHOCTDb, KAK BTOPOIl IIepruOo/ BBEJEHUS.
B onHOM BapuaHTe OCYILIECTBIIEHUS, NEPBBIA MEPUO BBENEHUS SIBJISIETCS MEHEE IJIMTENbHBIM,
4eM BTOPOI NEepUOA BBelNEHUs. B OHOM BapuaHTe OCYLIECTBJICHUS, NEPBbIN NEPUOJ BBEIEHUS
ABIIsIETCS OOJIee JUTUTEIBHBIM, Ye€M BTOPOI Iepro/ BBEACHUS. B OTHOM BapHaHTe OCYIECTBIEHHS,

NEepBbI MEPUOJ BBEACHUS M BTOPOW MEPUOJ BBENEHUS COCTABISIOT NPHOJU3UTENBHO OIHY
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HEJNeN0, B KOTOPbIX MHrHOuTOp MDM?2 1n ero papmaneBTHIecKy MpUEeMIIEMYIO COJIb BBOIST
CyOBEKTy €KEIHEBHO, U MEePUOJ IOKOs COCTABIsIET NMPUOIM3UTENHHO IBE Henenu. B omHOM
BapUaHTE OCYLIECTBJICHUS, NEPBbI NEPUOJ BBEICHHUsI U BTOPON NEPUOJ BBENECHUs] COCTABIISIFOT
NPUONU3UTENBHO TPU HEAENH, B KOTOPbIX MHruourop MDM2 wummu ero ¢apmaneBTHUECKU
HPUEMJIEMYIO COJIb BBOISIT CYOBEKTY €KEJHEBHO; U MEPUO IIOKOSI COCTABIISIET MPUOIU3UTEIBHO
ABe Henenu. B oqHOM BapuaHTe OCYILECTBJIEHMs], IEPBbI NEPUOJ BBEAEHUS U BTOPOM MEpUOL
BBEJIEHHsI COCTABJIAIOT MPHOIM3UTENBHO TPU HENEeNu, B KOTOpbIX MHruoOutop MDM2 umm ero
(apMaleBTHYECKH TMPHEMJIEMYIO COJIb BBOISAT CYOBEKTY €XKEHEHENbHO, W MEPHOA TOKOs
COCTaBJISIET MPHUONU3UTENBHO ABE Helenu. B 0JHOM BapuaHTe OCYIIECTBJICHUS, IEPBBIN MEPUOLT
BBEJICHHUS] U BTOPOH MEPHO BBEIEHHUS COCTABIISIOT MPUOTU3UTENBHO YEThIPE HENIENH, B KOTOPBIX
uHruourop MDM2 unu ero ¢papManeBTHYECKH MPHUEMIIEMYIO COJIb BBOISAT CYOBEKTY €XKEIHEBHO,
U TIEPUOJ] TTOKOSI COCTABJISIET MPHUOIM3UTEIBHO ABE HEAe U, B omHOM BapuaHTe OCYIIECTBIICHUS,
NEPBbI NMEPUOJ BBEIEHHSI U BTOPOH MEPHUON BBEICHUS COCTABISIFOT MPHUOJIM3HTEIBHO YEThIpE
HenesH, B KOTOpbIX HHruourop MDM2 unn ero dapManeBTHUECKH TPUEMIIEMYIO COJIb BBOIST
CYyOBEKTY €XKEHEeNeNIbHO, U MEPUOJ MOKOS COCTABISET MPUOIU3UTENBHO NBE Henenu. B ogHOM
BapuaHTe OCyllecTBiIeHus, nHruourop MDM?2 npencrasisier coboii coennaenue Gpopmysl (I)
wi ¢popmysl (II). B onrOM BapuanTe ocymecTsienus, THruontop MDM?2 BeIOpaH U3 Tpymimsbl,
cocrosite coenuaenust popmysl (I), popmynsr (1), RG7388, rpunromuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJHHA-3, HyTJIMHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmanesTiuecku npruemiieMbIx cojieil. B omHoM
BapUaHTe OCYyIIeCTBIeHHs, MHruoutop MDM2 BbiOpaH U3 TPyNIbl, COCTOALIEH COETUHEHUS
dopmysl (1), popmyast (II), RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apMalieBTH4ECKH IPUEMIIEMbIX COJEH.

[283] B ogHOM BapuaHTe ocyiuecTsieHus1, nHruourop MDM?2 nnu ero papManeBTHUECKH
NPUEMJIEMYIO COJIb BBOASIT HYKAAIOIIEMYCSl 4EJIOBEYECKOMY CYOBEKTY ISl JICUeHHs] HCTUHHOMN
nojuuutemun (PV) B TedeHne nmepBoro nepuosa BBEISHHs, 32 KOTOPBIM 3aTEM CIIEAYET MepPUO
MIOKO$1, 34 KOTOPBIM 3aTeM ClieAyeT BTOPOH Nepuon BBeIeHUs U T.A4.. I1epBrlil nepuon BBeAeHus,
BTOPOH MEPHOA BBEACHUS M NMEPUOJ MOKOS HE3aBUCHUMO BBIOPAHBI M3 TPYIIIbI, COCTOSIICH H3
boneeuem 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27, 28, 29, ogHOrO Mecsla, MATH HeNelb, LIECTU HeleNb, CEMU HENEJNb, IBYX MECSLEB, NEBATH
Helenb, MOECATU Henenb, OAWHHAALATH HEAeNdb, TPeX MeCsLeB, TPUHAALUATH HeAelb,
YeTbIPHAALATH HENeNb, NATHAAIATH HEAeNb, YeThIpeX MecslleB M Oojiee THEH, B KOTOPBIX
uHrHOuTOp MDM2 M ero gapManeBTUYECKH MPUEMIIEMYEO COJTb BBOAST CYOBEKTY TPHU pas3a B
J€Hb, IBAXK/bI B IEHb, €5KETHEBHO, €KEHEIEJIbHO, IBAXKbI B HEAENIO, TPU Pa3a B HEAEIIO, YEThIpe
pasa B HEIEJIO, MATh pa3 B HEAENIO, IIECTb Pa3 B HEAEIO WIN €XeMeCss4HO. B ogHOM BapuaHTe
OCYLLIECTBJICHUS], IEPBBIM MEPUO BBEICHHUsI HMEET TAKYIO K€ NMPOAOJIKUTEIbHOCTD, KaK BTOPOU
nepuoa BBeAeHUs. B OAHOM BapuaHTE OCYILUECTBJICHMs, NMEPBbI NEPUOJ BBEIACHUS SIBISIETCS
MEHEe JUINTEIbHBIM, Y4€M BTOPOM NEPUO BBEAEHUA. B OTHOM BapuaHTe OCYLIECTBIICHUs], IEPBbIN

Nnepruoa BBCACHUS SABJISICTCA Oonee JJIIUTCIIBHBIM, YCM BTOpOfI nepruoa BBCICHUS. B OIHOM
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BapUaHTE OCYLIECTBJICHUs, NIEPBbII NEPUOJ BBEICHHUsI U BTOPON NEPUOJ BBENECHHs] COCTABIISIFOT
NpUOM3UTENBHO OJHY HENEN0, B KOTOpbIX MHruourop MDM?2 unm ero ¢apmaneBTHUECKH
IPUEMIIEMYIO COJIb BBOAST CYOBEKTY €KEIHEBHO; U MEPHOJA MOKOsI COCTABISET NMPUOIU3UTEIHHO
IB€ Helenu. B OMHOM BapuaHTe OCYLIECTBJICHUs, NEPBbIM MEPUOL BBEICHHsSI U BTOPOU NEPUON
BBEJICHHsI COCTABJIAIOT MPHOIM3UTENBHO TPU HENEeNH, B KOTOpbIX MHruOuTop MDM2 mmm ero
(apmaLeBTHYECKH IPHEMIIEMYIO COJIb BBOISIT CYOBEKTY €KEJHEBHO; M TIEPHOJ TIOKOSI COCTABIISET
npuOIM3UTENBHO ABE HEAEIH. B OMHOM BapuaHTe OCYLIECTBIICHUS, IEPBbIH MEPUOJ] BBEICHHS U
BTOPOH MEpPUOJ BBEACHHUS COCTABJISIOT MPUOIM3UTEIBHO TPH HEIENH, B KOTOPBIX HHTHOUTOP
MDM2 usu ero ¢papMaleBTHYECKU TPUEMIIEMYIO COJIb BBOASIT CYOBEKTY €KEHEIETbHO, U IIEPHOJ
MIOKOSI COCTaBJISIET MPUOJIM3UTENBHO 1B Heneian. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUO]] BBEEHHS U BTOPOH MEPUOJ BBEIEHHUS] COCTABIISIIOT NMPHUOJU3UTENBHO YEThIPE HENCTH, B
KOTOpbIX UHrHONTOp MDM2 mnu ero papmMauneBTHYECKH MPUEMIIEMYIO COJIb BBOIST CYOBEKTY
€KEIHEBHO, W TMEPHOJ IMOKOS COCTABIISIET MPUOIU3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYLIECTBJICHUs], NEPBBbI MNEPUOA BBEAEHUS U BTOPOH MEPHUON BBEACHUS COCTABISIIOT
NPUOIM3UTENBHO YEThIPE HEAENH, B KOTOpbIX MHruoutrop MDM?2 mnu ero ¢apmaneBTHUECKH
NPUEMIIEMYIO COJIb  BBOZAT CYOBEKTY €XKEHENEeNbHO, W TEpPHOA IOKOS COCTABISET
npuONM3UTENIBHO JBE Hemenu. B OmHOM BapuaHTe OCYIIEeCTBIEHUs, WHruoutop MDM?2
npenctasisier coboit coemuHenue Gopmynsl () wim ¢dopmyner (II). B onnom BapuaHTe
ocyecTsieHust, ”Hruontop MDM2 BriOpan u3 rpymibl, cocrosimeii coenuaenus popmyst (1),
dopmyasl (II), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux ¢QapmaneBTHYEeCKH NpUEMIIEMbIX coiell. B onHOM BapuaHTe OCYLIECTBIECHHS,
uHrnourop MDM2 BbiOpaH u3 rpynmsl, cocrosiel coenuHerus ¢popmyisl (I), popmyasr (II),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmMaLieBTHUECKU PUEMIIEMBIX COJIEH.

[284] B omHOM BapuaHTe OCyIecTBIeH s, HHrHOuTOp MDM?2 miu ero gpapmaneBTUIeCKH
NPUEMJIEMYIO COJIb BBOIAT HYXKJAKOLIEMYCsl YE€JOBEUYECKOMY CYOBEKTY JUIsl  JIEYCHUS
scceHnnanbHOM TpombouuTemun (ET) B TedeHne nepBoro nepruoa BBESHHs, 32 KOTOPBIM 3aTeM
clenyeT NepuoJ MOKOs, 32 KOTOPBIM 3aTeM CleyeT BTOPOW mepuoi BeeneHus u T.A4.. IlepBbiit
NepUO]] BBEICHUS, BTOPOI MEPHOA BBEICHHS U MEPUO] TIOKOSI HE3aBUCUMO BBIOPAHbI M3 TPYIIIIHI,
cocrositiei u3 donee wem 1, 2,3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27, 28, 29, ogHOro Mecsiua, NATU HEIEJNb, LIECTU HENEIb, CEMU HENENb, IABYX
MECSLEB, AEBSATU HENENb, NECATH HeAeNb, OJUHHAALATU HENesb, TPEX MECsLEB, TPUHAAUATU
HeJeJb, YeThIPHAAATH HEAEIb, IITHALATHA HEJIENb, YETHIPEX MECSIEB U OoJiee THEH, B KOTOPbIX
uHrHOuTOp MDM2 Min ero gapManeBTUYECKH MPUEMIIEMYEO COJIb BBOAST CYOBEKTY TPHU pas3a B
J€Hb, IBAXK/bI B IEHb, €KETHEBHO, €KEHEIEJIbHO, IBAXKbI B HEAEIIO, TPU Pa3a B HEAEIIO, YEThIpe
pasa B HEIEJIIO, MSTh pa3 B HEAENIO, IECTb Pa3 B HEAEIO WK €XXeMeCs4HO. B ogHOM BapuaHTe
OCYLLIECTBJICHUS], TIEPBBINM NMEPUOJ BBEICHHUsI UMEET TAKYIO K€ NMPOAOJIKUTEIbHOCTD, KaK BTOPOU

nepuoa BBCACHUS. B ognom BApHUAHTEC OCYLICCTBJICHUA, HGpBbeI nepuoa BBCACHUS SIBJIACTCS
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MeHee JJIMTEIbHBIM, YeM BTOPOI NepUOA BBeJeHUs. B 0lIHOM BapuaHTe OCyILECTBJICHHUS, IEPBbII
NepuoJ] BBEACHUS SIBISIETCsS OOJiee JUIMTENbHBIM, Y€M BTOPOW MepHoAa BBeAeHHs. B omHOM
BapUaHTE OCYLIECTBJIEHUS, TIEPBbIIl MEPUOJ BBEIECHUS U BTOPOH NMEPHUOJ BBEAECHUs COCTABIISIIOT
NPUOM3UTENBHO OJHY HENeNo, B KoTtopble MHruburop MDM?2 wmu ero ¢apmaneBTHYECKH
HPUEMJIEMYIO COJIb BBOISIT CYOBEKTY €KEJHEBHO; U MEPUO IIOKOSI COCTABIISIET MPUOIU3UTEIBHO
ABe Henenu. B oqHOM BapuaHTe OCYILECTBJIEHMs], IEPBbI NEPUOJ BBEAEHUS U BTOPOM MEpUOL
BBEJICHHsI COCTABJIOT NMPHUOIM3UTENBHO TPU HEAETH, B KOTOpble mHruoutop MDM2 unu ero
(apMaLeBTHYECKH TPUEMIIEMYIO COJIb BBOJST CYOBEKTY €3KEAHEBHO; U MEPUONT TIOKOSI COCTABJISET
NpUOM3UTENBHO 1B HeAe . B 0JHOM BapuaHTe OCYIECTBIICHUS, TIEPBbIi MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEICHUS COCTABJSIIOT MPUOJU3UTENBHO TPU HENENH, B KOTOpbIE MHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKU TPUEMIIEMYIO COJIb BBOASIT CYOBEKTY €KEHEIETbHO, U IIEPHOJ
MIOKOSI COCTAaBJISIET MPUOJIM3UTENLHO 1B Heneian. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUOJ] BBEIEHHS U BTOPOH MEPUOJ BBEIEHHUS] COCTABIISIIOT NMPHUOJIU3UTENBHO YEThIPE HEETH, B
kotopble HHruOuTOp MDM?2 1in ero ¢apManeBTHUECKH MPUEMIIEMYIO COJIb BBOISAT CYOBEKTY
€XKEIHEBHO, W MEPUOJ IMOKOS COCTABIISIET MPUOIU3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYIIECTBJIEHUs, MEpPBbI NEpPHOA BBENEHUS U BTOPOH MEpUON BBEINEHHUS COCTABIAIOT
NpUOM3UTENBHO YeThIpe HEAeNH, B KOTopble HHruoutTop MDM2 wmnn ero ¢apmaneBTHUECKH
NPUEMIIEMYIO COJIb  BBOZAT CYOBEKTY €XKEHENEeNbHO, W TEpPHOA IOKOS COCTABISET
npuONM3NTENbHO 11B€ Hexenu. B ogHOM BapmaHTe oOcymmecTBiieHusi, HHruoutop MDM2
npeacrasisier coboit coegmnenue ¢opmyael (I) mmu ¢opmynsr (II). B omHOM BapmanTe
ocyecTsieHust, tHruonrop MDM2 BeiOpan u3 rpymrbl, cocrosieii coenuaenus: popmysl (1),
dopmyasl (II), RG7388, tpunromuaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux ¢QapmaneBTHUeCKH NIpUeMIIeMbIX coseil. B ofmHOM BapuaHTe OCYIIECTBIEHUS,
uHruourop MDM?2 BbIOpaH U3 rpynmsl, cocrosmen coenuHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmaLieBTHUECKH PUEMIIEMBIX COJIEH.

[285] B onHOM BapuaHTe ocyliecTBIeHUs, HHTHOUTOp MDM?2 mnu ero gpapManeBTHIECKH
NPUEMIIEMYIO COJIb BBOIST HYKIAIOIIEMYCS YEJIOBEUECKOMY CYOBEKTY AJIsI JICUSHHUS] IEPBUIHOTO
muenopudpos3a B TeueHNE ePBOro MEPHOA BBEASHISI, 32 KOTOPBIM 3aTE€M CJIEYET ePUOJ MOKOS,
3a KOTOPBIM 3aTEM ClIeyeT BTOPOU NEPUOA BBeACHUs U T.A4.. IlepBbiii mepuoa BBEAECHUs, BTOPOI
NIepUO]] BBEICHUS U MEPHOJ TMOKOSI HE3aBUCHMO BBIOPAHbI M3 TPYIIIBI, COCTOSIIIEN U3 OoJee uem
1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
OIIHOTO MeCsila, AT HeJleJb, LIECTH HEENb, CEMU HEZEINb, IBYX MECALIEB, AEBATU HENEIIb, ECSATH
HeZenb, OJWHHAILATH HEAENb, TPEX MECSLEB, TPUHAALATH HEAeNb, YETBIPHAALATH HEAeb,
ISTHAIATH HENelb, YeThIpeX MecsleB U Oosee aHel, B KoTopble nHruonrop MDM2 unm ero
bapMaleBTHYECKH MPUEMJIEMYIO COJIb BBOIAT CYOBEKTY TPH pas3a B J€Hb, ABAXKABI B JICHB,
€XEIHEBHO, €KEHEENIbHO, ABAXK/bI B HEJIEJII0, TPU Pa3a B HENEIIO, YEThIPE pa3a B HEAEIIO, MSTh

pa3 B HEACIIO, WECCTh pa3 B HCACTIO WJIN CXKEMECAYIHO. B opgHom BAPpHUAHTEC OCYIICCTBIICHUS,
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NEepPBbIN epUOJ BBEJIEHUS UMEET TaKylo Jke MPOAOLKUTENbHOCTD, KAK BTOPOI IIepHUO/ BBEIEHUS.
B onHOM BapuaHTe OCYLIECTBIIEHUS, NEPBBIA MEPUO BBENEHUS SIBJISIETCS MEHEE IJIMTENbHBIM,
4eM BTOPOU NEepUOA BBeNEHUs. B ONHOM BapuaHTe OCYLIECTBJICHUS, NEPBbIN NEPUOJ BBEIEHUS
ABIIETCs OOJIee JUTUTEIIBHBIM, Ye€M BTOPOI Ieproy BBEAeHU:. B OTHOM BapHaHTe OCYIECTBIEHMS,
HepBBIN MEpUOJ BBEIACHUS U BTOPOW NEPHON BBEISHMS COCTABJIAIOT NMPHOJIM3UTENBHO ONHY
HeJeJ0, B KoTopble MHruoutop MDM?2 nnn ero gapmManeBTHIECKH NPHEMIIEMYIO COJIb BBOJST
CYyOBEKTy €XeIHEBHO, W MEepPUOA IOKOS COCTAaBIISIET MPHOJM3UTENBHO JBE Henenu. B omHOM
BapUaHTe OCYIIECTBIJIEHUS, TIEPBbII MEPUO BBEIEHUS U BTOPOW MEPHUOJ BBEACHUS COCTABIISIIOT
NpUOU3UTENBHO TPU HEAENH, B KOTOpble MHruourop MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMJIEMYIO COJIb BBOSIT CYOBEKTY €KEIHEBHO; M MEPHOJ MOKOsI COCTABIISIET MPUOIU3UTEIBHO
nBe Henenu. B oqHOM BapuaHTe OCYIECTBJIEHMs], MePBbIil Mepuo/ BBEIEHUS U BTOPOM Mepuos
BBEJICHUS] COCTABJISIIOT MPHUOJM3UTENBHO TPH HEAETIH, B KOTOpble MHrHOuTOop MDM?2 mmm ero
(apMaleBTHYECKH TMPHEMJIEMYIO COJIb BBOISAT CYOBEKTY €XKEHEHENbHO, W IEPHOA TOKOS
COCTaBJISIET MPHUOJIM3UTENBHO ABE Helenu. B 0JHOM BapuaHTe OCYIIECTBJICHUS, IEPBBIN MEPUOLT
BBE/ICHHUS U BTOPOH MEPHOJ BBEACHHUS COCTABIIIOT MPUOIM3UTEIBHO YEThIPE HEACIH, B KOTOPBIE
uHrnourop MDM2 unu ero ¢papManeBTHUECKH MPHUEMIIEMYIO COJIb BBOIAT CYOBEKTY €KEIHEBHO,
U TIEPUOJ] TTOKOSI COCTABJIIET MPHOIM3UTEIBHO ABE HEAeu. B omHOM BapuaHTe OCYINECTBIICHUS,
NEPBbIA NMEPUOJ BBEIEHHS U BTOPOH NMEPHUON BBENEHUS COCTABISIFOT MPHUOJIM3HTEIBHO YEThIpE
HeneH, B KoTopble nHruoutop MDM2 mnu ero ¢gapManeBTUYeCKH MPUEMIIEMYIO COJIb BBOZIST
CyOBEKTY €XEHeNeIbHO, U MEPUOJ] MOKOs COCTABISET MPUOIU3UTENBHO 1BE Henenu. B ogHoM
BapuaHTe ocyllecTBieHus, nHruoburop MDM?2 npencrasnser coboit coenuaenue Gpopmysl (I)
i ¢popmysl (II). B onHom BapuanTte ocymectsienus, nHruoutop MDM?2 BbiOpaH U3 rpynimsl,
cocrosiien coenunenus: popmyunsl (I), popmynsr (II), RG7388, rpunronuna, HDM201, RG7112,
CGMO97A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O899%4,
HyTJIMHA-3, HYTJIHHA-3a, HyTIuHa-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmarieBTHUeCKH MpUeMIIEMbIX cojieii. B omHOM
BapUAHTE OCYINECTBJIEHUs, UHruOutop MDM2 BbIOpaH W3 TPYNIbI, COCTOSILIEH COCTUHEHUS
dopmyasl (1), popmyast (IT), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux (apmanieBTHUECKH TPUEMIIEMBIX COJIEH.

[286] B onHOM BapuaHTe ocyliecTBIeHUs, HHTHOUTOp MDM?2 mnu ero gpapManeBTHIECKH
NPUEMIIEMYIO COJIb BBOAAT HYKIAIOIIEMYCS YEJIOBEUECKOMY CYOBEKTY JJIsl IEYEHUSI XPOHUIECKOH
muenoreHHol serikemun (CML) B TedyeHue mepBOro mepuoja BBEACHUS, 32 KOTOPBIM 3aTeM
cleAyeT MEPUOA MOKOs, 32 KOTOPBIM 3aTeM ClieAyeT BTOPOUW mepuoAa BBeAeHUs U T.A4.. IlepBbiii
NepUO]] BBEICHUS, BTOPOIl MEPHOA BBEICHHS U MEPUO] TIOKOSI HE3aBUCUMO BBIOPAHbI M3 TPYIIIIHI,
cocrositiei u3 donee wem 1, 2,3, 4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27, 28, 29, ogHOro Mecsua, NATU HEIEJNb, LIECTU HENEIb, CEMU HENENb, IABYX
MECSIIEB, AEBSITH HeAeNb, JECATH Helesb, OJUHHAALATU HeJeNlb, TPeX MecCsLEeB, TPUHAALATU
HeJeJb, YeThIPHAATH HEelb, IATHAILATH He/lelb, YeThIPEX MECsLeB U Oosiee THEH, B KOTOpbIe
uHrnOuTop MDM2 wmnu ero gapManeBTUYECKH MPUEMIIEMYIO COJIb BBOASAT CYOBEKTY TPH pas3a B

ACHb, ABAXKbI B ICHb, CXKEAHEBHO, CXKCHCACIIBHO, ABAKIbI B HEACIIIO, TPH pa3a B HCACIIIO, YETBIPE
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pasa B HEIEJIIO, MSTh pa3 B HEAENIO, IIECTb Pa3 B HEAENIO WIN €XXeMeCs4HO. B ogHOM BapuaHTe
OCYLLIECTBJICHUS], IEPBBIM NEPUOJ BBEICHHUsI UMEET TAKYIO K€ NPOAOJIKUTEIbHOCTh, KaK BTOPOU
nepuoa BBeAeHUs. B OAHOM BapuaHTE OCYILUECTBJICHMs], NEPBbIM NEPUOJ BBEIACHUS SIBISIETCS
MEHEE JUINTEIbHBIM, Y4€M BTOPOH NEPUOJ BBEAEHUA. B OTHOM BapuaHTe OCYLIECTBIICHUs, IEPBbIN
NepHO/ BBEACHUs sBNIsieTcsl OoJjiee JUIMTENbHBIM, Y€M BTOPOW MNepuoa BBedeHus. B omHoM
BAapUaHTE OCYLIECTBJICHUS, TIEPBbII MEPUOJ BBEICHUS U BTOPOH NMEPHUOJ BBEACHUs COCTABIISIIOT
npuOIM3UTENBHO OIHY HENeNro, B KoTopble nHruburop MDM2 umm ero ¢apmaneBTHYECKH
NPUEMJIEMYIO COJIb BBOSIT CYyOBEKTY €KEeIHEBHO; M MEPHOJ MOKOsI COCTABIISIET MPUOIU3UTEITHHO
IB€ Helenu. B omHOM BapuaHTe OCYLIECTBIICHUS, NEPBBIM NEPUO BBEICHHUS U BTOPOU MEPUON
BBE/ICHUS] COCTABJISIIOT MPHUOJM3UTENBHO TPH HEAEIH, B KOTOpble MHrHOuTop MDM?2 unm ero
(hapMaeBTHYECKH IPUEMIIEMYIO COJIb BBOZAT CYOBEKTY €3KEHEBHO; U MEPUON TIOKOSI COCTABJISET
NPUOM3UTENBHO 1B HeAean. B oJHOM BapHaHTe OCYIIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEICHUS COCTABISIIOT MPUOJU3UTENBHO TPU HENENH, B KOTOPbIE MHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH TPUEMIIEMYIO COJIb BBOASIT CYOBEKTY €KEHEIEIbHO, U IIEPHOJ
MIOKOSI COCTaBJISIET MPUOIU3UTENBHO 1B Heneldn. B OHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUOJ] BBEIEHHS U BTOPOH MEPUOJ BBEIEHHUS COCTABIISIIOT MPHUOIU3UTENBHO YEThIPE HEETH, B
KoTtopble HHruOuTOp MDM?2 1in ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U MEPUOJ IMOKOS COCTABIISET MPUOIM3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYLUECTBJICHUS], NEPBbI MEPHOA BBEAEHUS U BTOPOW MEPUON BBEACHUS COCTABIBIIOT
NpUONU3UTENBHO YeThIpe HeAeNd, B KOTopble HHruoutop MDM2 wmnu ero ¢apmaneBTHUECKH
NPUEMJIEMYIO COJIb  BBOZAT CYOBEKTY €KEHENeNbHO, W TEpHOA IOKOS COCTaBISET
npuONM3NTENbHO N1Be Hexenu. B ogHOM BapmaHTe ocyinecTBieHusi, uHruourop MDM2
npenctasisier coboii coemuHenue ¢opmynbl (I) nim ¢opmynsr (II). B omHoM BapuanTte
ocyuiecTieHus, tHruourop MDM?2 BbIOpaH u3 rpymmsl, cocrosuiei coequaenus Gopmynsl (1),
dopmyasr (IT), RG7388, Tpunronmna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuMHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmalneBTUYECKH MNPUEMIIEMbIX coOJjieil. B OIHOM BapuaHTE OCYIIECTBICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmanieBTHUECKN PUEMIIEMBIX COJIEH.

[287] B onHOM BapuaHTe ocyliecTBIeHUs, HHTHOUTOp MDM?2 nnu ero gpapManeBTHIECKH
NPUEMIIEMYIO COJIb BBOZSIT HYJKIAIOLIEMYCsl YEIOBEUECKOMY CYOBEKTY MJIsl JIUEHHs] OCTpOH
MueNoreHHol selikemun (AML) B TedeHHE NMepBOro Mepuosa BBEACHUS, 32 KOTOPBIM 3aTeM
clenyeT MepuoJ MOKOs, 32 KOTOPBIM 3aTeM ClelyeT BTOPOU mepuoi BeeneHus U T.A4.. IlepBbiil
NIepUO]] BBEICHUS, BTOPOI MEPHOA BBEICHHS U NMEPUO] TIOKOSI HE3aBUCUMO BBIOPAHbI M3 TPYIIIIHI,
cocrositie u3 donee uem 1, 2,3, 4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27, 28, 29, ogHOro Mecsua, OATH HEIEJNb, LIECTU HENEeNIb, CEMU HENENb, ABYX
MECSLIEB, AEBSITU HENENb, NECATH HEAeNb, OJUHHAALATH HENEesb, TPEX MECSLEB, TPUHANUATU

HEACIb, YEThIpHAALIATHU HEACIIb, ITIATHAALATH HEACIIb, YCTBIPEX MCCALICB U Oonee HHeﬁ, B KOTOPBIC
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uHrHOuTOp MDM2 Wmiu ero gapManeBTUYECKH MPUEMIIEMYIO COJIb BBOAAT CYOBEKTY TPHU pas3a B
JI€Hb, IBAXK/bI B IEHb, €KEITHEBHO, €KEHEIEJIbHO, IBAXKIbI B HEAEIIO, TPH Pa3a B HEAEIIO, YEThIpe
pasa B HEIEJIO, ISITh pa3 B HEAENIO, ECTb Pa3 B HEAEIO WK exXeMeCsuHO. B ogHOM BapuaHTe
OCYIECTBJICHUs], IEPBBIN MEPUOJ BBEAEHUS UMEET TAKYIO K€ MPOJOJIKUTENBbHOCTb, KaK BTOPOI
nepuos BBeAeHUs. B OAHOM BapuaHTe OCYILECTBJEHMs, NEPBbI MEPHOA BBEICHHS SBISETCS
MeHee JJIMTEIbHBIM, YeM BTOPOH NIEPUOA BBeeHUs. B 0HOM BapuaHTe OCYyIIECTBJICHHUS, IEPBbII
NepHO/ BBEACHUs sBIIsieTCsl Oojiee JUIMTENbHBIM, Y€M BTOPOW mNepuox BBeneHus. B omHOM
BapUaHTe OCYIIECTBIJIEHUS, TIEPBbII MEPUO BBEIEHUS U BTOPOW MEPHUOJ BBEACHUS COCTABIISIIOT
NPUOU3UTENBHO OHY HENeNo, B KOoTopble MHrubutrop MDM2 wmm ero ¢apManeBTHYECKH
NPUEMJIEMYIO COJIb BBOSIT CYOBEKTY €KEIHEBHO; M MEPHOJ MOKOsI COCTABIISIET MPUOIU3UTEIBHO
nBe Henenu. B oqHOM BapuaHTe OCYIECTBJIEHMs], MePBbIil Mepuo/ BBEIEHUS U BTOPOM Mepuos
BBEJICHUS] COCTABJISIIOT MPHUOJM3UTENBHO TPH HEAETIH, B KOTOpble MHrHOuTOop MDM?2 mmm ero
(apMareBTHYECKH IPUEMIIEMYIO COJIb BBOZAT CYOBEKTY €KETHEBHO; U MEPUOJT TIOKOSI COCTABIISIET
NpUOM3UTENBHO 1B Hefenu. B ofHOM BapHaHTe OCYIIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEICHUS COCTABISIIOT MPUOJU3UTENBHO TPU HENENH, B KOTOPbIE MHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH TPUEMIIEMYIO COJIb BBOASIT CYOBEKTY €KEHEIEIbHO, U IIEPHOJ
MIOKOSI COCTaBJIIET MPUOIU3UTENBHO JIBE€ Heneldn. B OHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUOJ] BBEIEHHSI U BTOPOH MEPUOJ BBEIEHHUS] COCTABIISIIOT MPUOJIU3UTENBHO YEThIPE HEETH, B
kKoTopble HHruOuTop MDM?2 mnu ero ¢apManeBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U NMEPUOJ MOKOsS COCTABIISET MPUOIM3UTENBHO N1B€ Hexenn. B omHOM BapmaHTe
OCYIIECTBJICHUs, MEPBbI NEPUOA BBENEHUS U BTOPOH MEpPUON BBEINEHHUS COCTABIAIOT
NPUOM3UTENBHO YeThIpe HeAeNHd, B KoTopble uHruourop MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMJIEMYI0 COJIb  BBOAAT CYOBEKTY €)KEHENeNbHO, M MEpPHOJ IOKOS COCTaBISET
npuOMM3UTENPHO ABE HeAenu. B ogHOM BapuaHTe OCyIIeCTBIeHMs, HHruomrop MDM?2
npenctasisier coboii coemuHenue ¢opmynbl (I) nim ¢opmynsr (II). B omHoM BapuanTe
ocyiecTBieHust, tHrHoOuTop MDM2 BBIOpaH U3 rpymibl, cocrosieii coeauaenus: popmyisi (1),
dopmyasl (IT), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 um ux ¢QapmManeBTUYECKH NPUEMIIEMBIX COJleld. B ONHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH U3 rpynmsl, cocrosmen coenquHerus Gopmyisl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmManieBTHHECKH PUEMIIEMBIX COJIECH.

[288] B omHOM BapuaHTe ocyiecTBieH s, ”HruOuTop MDM?2 miu ero gpapmaneBTUIeCKU
PUEMIIEMYIO COJIb BBOZAT HY KIAIOLIEMYCs UEJIOBEYECKOMY CYOBEKTY ISl JISYEHUST KaPLIHHOMBI
u3 kietok Mepkens (MCC) B TedeHne mepBOro NeproAa BBENEHHs, 32 KOTOPBIM 3aTEM CIEAYET
NEepPUOJ MOKOsl, 32 KOTOPBIM 3aTe€M CJIeAyeT BTOPOM nepuos BeeneHus u T.4.. [lepsoiii nepuon
BBE/ICHUS, BTOPOM TMEpPHOZ BBENCHHMS U IEPUON IOKOS HE3aBUCHUMO BBIOPaHBI W3 TPYIIIHI,
cocrosiie u3 donee uem 1, 2,3, 4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,

23, 24, 25, 26, 27, 28, 29, ogHOro Mecsua, OATU HEAEJNb, LIECTU HENEeIb, CEMU HENENb, ABYX
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MECSLIEB, AEBSITU HENENb, NECATH HeAeNb, OJUHHAALATU HENEeb, TPEX MECSLEB, TPUHAAUATU
HeJeJb, YeThIPHAIATH HEelb, IATHAILATH HeJlelb, YeThIPEX MECsLEeB U Oosiee THEH, B KOTOpbIe
uHruOuTop MDM2 wnu ero gapManeBTUYECKH MPUEMIIEMYIO COJIb BBOASAT CYOBEKTY TPHU pas3a B
JI€Hb, IBAXK/bI B IEHb, €5KETHEBHO, €KEHEIEJIbHO, IBAXKIbI B HEAENIO, TPU Pa3a B HEAEIIO, YEThIPe
pasa B HeZeNIo, MATh pa3 B HEAENIO, LIECTb pa3 B HEEMIO WU eXeMecsa4HO. B ogHOM BapuaHTe
OCYIECTBJICHUs], IEPBBIN MEPUO BBEAEHHUS UMEET TAKYIO XK€ MPOJOJIKUTENBbHOCTb, KaK BTOPOH
nepuos BBeAcHUs. B ONHOM BapuaHTe OCYILECTBJCHHs, NEPBbI NMEPHOA BBEICHHS SIBIISIETCS
MEHee JUINTENIbHBIM, Y€M BTOPOI NEpHUOJ BBEEHUA. B OTHOM BapuaHTe OCYyLIeCTBIIEHUs, IEPBbIN
NepUOJ] BBEACHUS SIBIISIETCs OOJiee JUIMTENbHBIM, Y€M BTOPOW MEpHOA BBeneHHs. B omHOM
BapUaHTE OCYLIECTBJIEHUs, NIEPBbII NEPHUOJ BBEIECHNUsI U BTOPOH NEPUOJ BBENAECHHs] COCTABIISIFOT
NPUOJM3UTENBHO OHY HENeNo, B KoTopble MHrubutop MDM2 wmm ero ¢apManeBTHYECKH
NPUEMIIEMYIO COJIb BBOZSIT CYOBEKTY €KEIHEBHO; M MEPHOJ IMOKOSI COCTABIISIET MPUOIU3UTEIBHO
IB€ HeNenu. B OMHOM BapuaHTe OCYLIECTBJICHUs, NEPBBIM NEPUO BBEICHHUS U BTOPOU MEPUON
BBEJICHUS] COCTABIISIIOT NMPHUOJM3UTENBHO TPH HEAETIH, B KOTOpble MHrHOuTOop MDM?2 nmm ero
(apManeBTHIECKH IPUEMIIEMYIO COJIb BBOZAT CYOBEKTY €KEAHEBHO; U MEPUOJT TIOKOSI COCTABIISET
NpUOM3UTENBHO 1B Henenu. B ofHOM BapHaHTe OCYIIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEICHUS COCTABISIIOT MPUOJU3UTENBHO TPU HENENH, B KOTOPbIE MHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH TPUEMIIEMYIO COJIb BBOASIT CYOBEKTY €KEHEIEIbHO, U IIEPHOJ
MIOKOSI COCTaBJISIET MPUOIM3UTENBHO JIBE€ Henelan. B OHOM BapuaHTe OCYINECTBJICHUS, MEPBBINA
NepUOJ] BBEIEHHS U BTOPOH NMEPUOJ BBEIEHHUS COCTABIISIIOT MPUOINU3UTENBHO YEThIPE HEETH, B
KoTtopble HHruOuTOop MDM?2 1mnu ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U MEPUOJ MOKOs COCTABIISAET NMPUOIM3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYLIECTBJICHUS, NEPBbIM MEPUOA BBEAEHUS U BTOPOU MEPUON BBEACHUS COCTABJSIIOT
npuOIM3UTENBHO YeThIpe Helelu, B KOTopble MHrHONTOp MDM2 miu ero ¢apmaneBTHYECKH
NPUEMJIEMYI0 COJIb  BBOAAT CYOBEKTY €)KEHENeNbHO, M MEepPHOJ IOKOS COCTaBISET
npuOIM3UTENBHO JBE Hemenu. B OIHOM BapuaHTE OCYINECTBIEHUs, WMHruOutop MDM?2
npenctaisier coboit coemuHenue Gopmynsl (I) wim ¢Gopmynsr (II). B omHom BapuaHTe
ocyiecTBieHust, THruouTop MDM?2 BriOpan U3 rpymibl, cocrosimeii coeauaenus: popmysl (1),
dopmyasl (I1), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuUHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux ¢QapmManeBTHYECKH NPUEMIIEMBIX Ccojlell. B OmHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmynsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmManeBTHUIECKN PUEMIIEMBIX COJIEH.

[289] B omHOM BapuaHTe ocyiecTBiaeHus], ”HruOuTop MDM?2 miu ero gpapmaneBTUIeCKU
NPUEMIIEMYIO COJIb BBOIAT HY KIAIOIIEMYCsl CyOBEKTY AJIs JledeHus paka B 1-7 nHu 21-1HEBHOTO
1ukia (B 8-21 nuu uarudburop MDM2 He BBOZAT) B TeUEHUE NIEPUO/IA, BBIOPAHHOTO U3 3 HEJEb,
6 Hemenb, 9 Henenb, 12 Hemenb, 15 Hemenb, 18 Hemenu, 21 Henenb, 24 Hemenb, 27 Henenpb, 30

Hedenb, 33 Hedenlb, 36 Hedenb, 39 Hedenb, 42 Hedenb, 45 Henenb, 48 Henenb, 51 Hepenb, 54
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Henenb, 57 Henenb, 60 Hemenb, 63 Hexenb, 66 Heaenb, 69 Henenb, 72 Henenb, 75 Hemenb, 78
Henenb, 81 Henenb, 84 Henenb, 87 Heaenab, 90 Heaenb, 93 Henenb, 96 Henenb, 99 Henmens, 102
Henenb, 105 venenn, 108 Henenb, 111 vegens, 114 venens, 117 Henenb, 120 Henens, 123 Henep,
126 uwenenw, 129 uvenenw, 132 uvenens, 135 venens, 138 Henens, 141 nwenens, 144 nwenens, 147
Henenb, 150 Hemenb, 153 Henenb u 156 Henenb, rae mHruOurop MDM?2 BBIOpaH M3 IpyNIIbL,
cocrosieit coenunerus popmyast (I), popmynsr (1), RG7388, Tpunronuna, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJUHA-3, HyTJIMHA-3a, HyTJinHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apMaueBTHUECKH NPHEMJIEMbIX COJIEH, B
KOTOPOM paK BbIOpaH M3 TPYIIbI, COCTOSIIEH U3 KAPLUHOM, TAKHX KaK paK MOYEBOrO My3bIps,
MOJIOYHOM 3KeJIe3bl, TOJICTOU KHUIIKH, MPSIMOM KHUIIKH, MTOYEK, MeUeHH, JIETKUX (MEeJTKOKJIeTOUHbIH
paK JIETKMX M HEMEJIKOKJIETOYHBIH paK JIETKHUX), MUINEBONA, KEITYHOTO TMy3bIPsl, SIMYHUKOB,
MOKETYOYHOM JKEJE3bl, JKeJNyAKa, IEeHKU MaTKU, IIUTOBUIHON >KeJIe3bl, TPOCTATHI, TOJIOBBI U
HIew, U KOxH (BKJTFO4asi 0a3aibHBIN U MJIOCKOKJIETOYHBIN paK, MeJIAHOMY, KapIITHOMY H3 KJIETOK
Mepxkens, capkomy Kamomm, guM(oMBl KOXH), T€MOMO3ITUYECKUX OMyXojei mumdougHon
auHAA  (BKIIIOYAsl JIGWKEMHIO, OCTPYH JHMQOJIeHKeMU0, XPOHHYECKYH) MHEJIOTEHHYIO
JEWKEeMHUIO, OCTpyr0 JuMGpOONIacTHyO Jelikemuto, B-xierounyro mumpomy, T-kinerodnyro
mMpomy, mruMpomy XOKKHHA, HEXOKKHHCKYIO JTHM(OMY, BOJIOCHCTO-KIETOUHYIO JIUM(POMY
u suMmpomy bepkurra); reMOnodITHYECKUX OMyXOoJiel MHEJIOMIHOTO MPOUCXOXKICHUS (BKITFOUas
OCTPYK0 U XPOHHYECKYIO MHEJOIN€HHYI0 JIENKEMHIO, MUEJIOAUCIIACTUYECKUH CHUHAPOM H
MIPOMHUEJIOLUTAPHYIO JIEWKEMHIO), OIyXOJM MEe3eHXMUMAJIbHOTO TPOUCXOXKICHUS (BKIFOYAs
¢dubpocapkoMy 1 pabIOMHOCAPKOMY U APYTUE CAPKOMBI, HAIPUMEpP, MATKUX TKaHEH U KOocTel),
OMyXOJHM LEeHTPAIbHON © mepudepuyecKkoil HEPBHOW CHCTEMbl (BKJIIOUYAs aCTPOLUTOMY,
HepoOIacTOMy, IITHOMY, TTHOOIACTOMY U IIIBAHHOMBI); M APYTHE OMYXOJH ( BKJIFOYAsi MEJIAHOMY,
CEMHHOMY, TE€pPaTOKapLIMHOMY, OCTEOCAPKOMY, IIUTMEHTHYIO KCEHOAEPOMY, KEPaTOKTAHTOMY U
(bONTUKYNSAPHBIA paK LIMTOBUIHOW >kejie3bl). B OOHOM BapuaHTe OCYLIECTBJICHHSI, UHTHUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmydsl (I), ¢popmynsr (1), RG7388,
HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-
1601 u ux apmaLeBTHUECKH TPUEMIIEMBIX COJIEH.

[290] B onHOM BapuaHTe ocyliecTBIeHUs, HHTHOUTOp MDM?2 mnu ero gpapManeBTHIECKH
MPUEMJIEMYIO COJIb BBOISIT HYKIAOIIEMYyCs CyObekTy auist iedeHust MPN B 1-7 qHu 21-mHEBHOTO
1ukia (B 8-21 nuu uarnburop MDM?2 He BBOAST) B T€UEHHE MTEPUOZIA BPEMEHH, BBIOPAHHOTO U3
3 Hexenb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Hexenb, 18 Henenp, 21 Henens, 24 Henenb, 27 HeAeb,
30 wenenn, 33 Henenb, 36 Henenb, 39 Henenb, 42 Henensb, 45 Henens, 48 Hengens, S1 Henens, 54
Henenb, 57 Henenb, 60 Henmenb, 63 Heaenb, 66 Heaenb, 69 Henenb, 72 Henenb, 75 Hemenb, 78
Henenb, 81 Henenwb, 84 Henenb, 87 Heaenb, 90 Heaenb, 93 Henenb, 96 Henenb, 99 Henenb, 102
Henenb, 105 venenn, 108 Henens, 111 venens, 114 nenens, 117 venens, 120 venens, 123 Hegeny,
126 uvenenw, 129 uvenenw, 132 venens, 135 venens, 138 nenens, 141 nwenens, 144 wenens, 147
Henenb, 150 Henens, 153 Henmens, u 156 Hemens, rae narubutrop MDM?2 BbIOpaH M3 TPYyIIb,
cocrosiiien coenunenus: popmynsl (I), popmynsr (II), RG7388, rpunronuna, HDM201, RG7112,
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CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJHHA-3, HyT/IMHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaueBTHUECKH NPHEMJIEMbIX COJeH, B
kotopoM MPN BrIOpaH u3 rpymisl, coctostieii u3 ucTuHHOM nonuuremuu (PV), muenodudposa,
nepBu4HOrO  Muenopudpoza, TpoMOOLMTEMHUH, ScceHuuanbHoit Tpomboruremuu (ET),
UIMOMATHYeCKOr0  Muesjopubpo3a, cucteMHoro  macronurosa (SM),  XpOHHUYECKOH
HelrpopuibHoil nerikemun (CNL), muenomucruactudeckoro cunapoma (MDS), cuctemHOro
3aboneBanus TyuHbIX kKieTok (SMCD). B ogHoM BapuaHTe ocCyecTBiaeHust, MHrHOuTop MDM?2
BbIOpaH U3 rpymiel, coctosimert coenqunenus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaLeBTHYECKU MIPUEMIIEMBIX COJIEH.

[291] B onHOM BapuaHTe ocyuiecTBIeHUs, HHTHOuTOp MDM?2 mnu ero gpapManeBTHIECKH
NPUEMIIEMYIO COJIb BBOIST HY)KIAIOIIEMYCs CYOBEKTY IS JISUEHUs] IEPBUYHOTO MHenohudposa
B 1-7 nuu 21-nHeBHOrO nmkia (B 8-21 nam uaruOurop MDM2 He BBOIAT) B TeUEHHE MEPUOIA
BpPEMEHH, BBIOPAaHHOTO U3 3 Hexenb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Henens, 18 Henens, 21
Henenb, 24 Henenb, 27 Henenb, 30 Henenb, 33 Heaenb, 36 Hedenb, 39 Henenb, 42 Henenb, 45
Henenb, 48 Henenw, 51 Henmenb, 54 Hexensb, 57 Hepenb, 60 Henenb, 63 Henenb, 66 Henmenb, 69
Henenb, 72 Henenb, 75 Hemenb, 78 Hexenb, 81 Heaenb, 84 Henenb, 87 Henenb, 90 Henenb, 93
Henenb, 96 Henenb, 99 Henens, 102 Henens, 105 venens, 108 nvenens, 111 venens, 114 Heneny,
117 uvenenw, 120 venenw, 123 uHenens, 126 venens, 129 nenens, 132 nenens, 135 nHenenb, 138
Henenb, 141 venenw, 144 nemennb, 147 wenens, 150 Henenw, 153 Hepenp u 156 Henmenw, rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiuel coequHenus popmynsl (I), opmyner (ID),
RG7388, tpunronmuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, nyrnuna-3, HyT/imMHa-3a, HyTJIHHA-3b, cepaeMeTaHa,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apmMaeBTHYECKH MPUEMJIEMbIX COJiel. B 0JHOM BapuaHTe ocyIuecTBieHus, HHruouTop MDM?2
BbIOpaH U3 rpymiel, coctosimei coenunerus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaLeBTHYECKU MIPUEMIIEMBIX COJIEH.

[292] B onHOM BapuaHTe OCyLIecTBICHUs, HHTHOUTOp MDM?2 mnu ero papManeBTHIECKH
MPUEMJIEMYIO COJIb BBOMSIT HYKAAIOIIEMYCSl CYOBEKTY JJIsl JIEYeHHUsI UICTUHHOW MOJTUIIMTEMUH B 1-
7 nmuu 21-gaeBHOro mukina (B 8-21 num wHruOuTop MDM2 He BBOAST) B TeUEHHE MEpPHOAA
BpEMeHH, BBIOPAHHOTO U3 3 Hexenb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Henens, 18 Henens, 21
Henenb, 24 Henenb, 27 Henenb, 30 Henenb, 33 Heaenb, 36 Heaenb, 39 Henenb, 42 Henenb, 45
Henenb, 48 Henenb, 51 Henenb, 54 Hexens, 57 Heaenb, 60 Henenb, 63 Henenb, 66 Hemenb, 69
Hedellb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Hedenb, 84 Hexenb, 87 Hepenb, 90 Hemenb, 93
Henenb, 96 Henenb, 99 Henens, 102 venens, 105 venens, 108 venens, 111 Henens, 114 Heneny,
117 uvenenw, 120 Henenw, 123 uHenens, 126 venens, 129 nenens, 132 nenens, 135 nHenensb, 138
Henenb, 141 venenw, 144 nemennb, 147 wenens, 150 Henenw, 153 Heaenp u 156 Henpenb, rae

uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coequHenus popmynsl (I), dopmyner (ID),
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RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH IPUEMIIEMBIX cojiel. B oqHOM BapuaHTe ocyuecTBieHus, nHruontop MDM?2
BbIOpaH U3 rpymnmel, cocrosuei coequnenus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmaLeBTHYECKH TPUEMIIEMBIX COJIEH.

[293] B onHOM BapuaHTe OCyLIecTBIeHUs, HHTHOUTOp MDM?2 unu ero papManieBTHIECKH
NPUEMJIEMYIO COJIb BBOISAT HYKIAIOIIEMYCS UEIOBEYECKOMY CYOBEKTY AJISl JICUSHHs 3aBUCIMOMN
oT ($ae0OTOMHH UCTHHHOM MoNUIUTeMud B 1-7 nau 21-nHeBHOrO 1ukia (B 8-21 gy uHruObuTop
MDM2 He BBOIST) B TEUCHHE NIEPUOA BPEMEHH, BBIOPAHHOTO U3 3 Henesb, 6 Helelb, 9 Henelb,
12 nwenens, 15 nvenens, 18 nenenw, 21 Henenb, 24 Henenb, 27 Henaenb, 30 Hegenb, 33 Heaenb, 36
Henenb, 39 Henenb, 42 Henenb, 45 Hexenb, 48 Heaenb, 51 Hemenb, 54 Henenb, 57 Henmenb, 60
Hedesib, 63 Hedenb, 66 Hedenb, 69 Hedenb, 72 Hedesb, 75 Hedenb, 78 Hexenb, 81 Hepenb, 84
Henenb, 87 Henenb, 90 Henenb, 93 Hegenb, 96 Henenb, 99 Henensb, 102 venens, 105 Hepens, 108
Henenb, 111 venens, 114 venens, 117 nenens, 120 nenens, 123 Henens, 126 venens, 129 Heneny,
132 uwenenw, 135 Henenw, 138 venens, 141 venens, 144 nwenens, 147 uwenens, 150 nvenens, 153
Henenb u 156 Henmenb, rae uHrunoOmrop MDM2 BbIOpaH W3 Tpymmbl, COCTOSINEH COCTUHEHHS
dopmyel (1), popmysl (II), RG7388, Tpunrommna, HDM201, RG7112, CGM097A, CGM0970B,
SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrtauna-3, HyTIHMHA-3a,
HyTMHa-3b, cepmemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B,
APG-115, MI-1601 u wux dQapmanesTudecku mpueMieMbIXx coneil. B omHom Bapuanre
ocyuiectieHus, tHruburop MDM?2 BeIOpaH u3 rpymnmsl, cocrosuiei coequaenus Gopmyns (1),
dopmyasr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIecku NpUeMIIeMbIX cojieil. B omHOM BapuaHTe
ocywectBieHus, uHruourop MDM2 mnpencraBnser coboii coemunenue ¢opmynsl (I) wm
dopmynbl (II) U ero ¢apmaneBTHYECKH MPUEMIIEMYIO COlb, © MDM 2 MHruOWTOp BBOIST
nepopanbHO npu no3e 120 mr wim 240 mr ogmH pa3 B aenb (QD). B omHOoM BapuanTe
OCYIECTBIICHHSI, YEJIOBEUECKUI CYOBEKT CTpajaeT OT HEMEePEHOCHMOCTU THIPOKCUMOYEBHHBI
(HU) (mwemonyctumblie mobouHbie 3¢ ekThl). B 0qHOM BapuaHTe OCYIIECTBIICHHUS, YEIOBEYECKU
cyObekT HeBocnpuuMuuB K ruppokcumoueBuHe (HU) (HeapekBaTHbINM 0TBET). B 0mHOM BapuaHTe
OCYILECTBIICHHSI, YEJOBEUYECKUH CYyOBEKT CTpajaeT OT CIUIeHOMerajinu. B omHOM BapuaHTe
OCYIECTBIIEHHSI, YEJIOBEUECKUN CYOBEKT CTPAAET OT CINIEHOMETaJINH U SIBIISIETCS 3aBUCUMBIM OT
¢neboromun. B ogHOM BapuaHTe OCYIIECTBIEHHS, YETIOBEUECKUI CYOBEKT SIBISIETCS 3aBUCUMBIM
ot ¢neboromuu 6e3 CruleHOMeranuu. B 0MHOM BapHaHTe OCYIIECTBIICHUS, YEIOBEKY HE IIOMOTJIa
Teparus PyKCOIUTUHHOOM.

[294] B onHOM BapuaHTe OCylIecTBIeHUs], HHTHOUTOp MDM?2 nnu ero gpapManeBTHIECKH
NPUEMIIEMYIO COJIb BBOAAT HYXKAAKOLIEMYCS CYOBEKTYy Ul JIEYeHHS 3CCEHIMAJbHON
Tpomboruremun B 1-7 quu 21-gHeBHoro mmkia (B 8-21 nuu marudburop MDM?2 He BBOZAT) B

TeUYEeHHe NePHoia BPEMEHH, BRIOPAHHOTO U3 3 Henesb, 6 Heaenb, 9 Henenb, 12 Henenb, 15 Henens,
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18 wenensn, 21 Henenb, 24 Henenn, 27 Henenb, 30 Henenb, 33 Henenb, 36 Henmenb, 39 Henenb, 42
Henenb, 45 Henens, 48 Henenb, 51 Hexpenb, 54 Hepenb, 57 Henenb, 60 Henenb, 63 Henmenb, 66
Henesib, 69 Henenb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Hexenb, 84 Hexenb, 87 Hepenb, 90
Henenb, 93 Henenb, 96 Henenb, 99 Henens, 102 Henens, 105 Henens, 108 Hengens, 111 vHepgens, 114
Henenb, 117 venenn, 120 Henenb, 123 Henenb, 126 Henensb, 129 Henenb, 132 Henenb, 135 Heneny,
138 nenenb, 141 nenenn, 144 nenenn, 147 nenens, 150 venennb, 153 Henenb, 1 156 Henenb, e
urrnourop MDM2 BbiOpaH u3 rpynmsl, cocrosiuel coenuHenus ¢popmyisl (I), popmymsr (II),
RG7388, tpunromuma, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemeraHna,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmManeBTHYECKH PUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus, HHruonTop MDM?2
BbIOpaH U3 rpymiel, coctosmer coequnerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaleBTHYECKU NIPUEMIIEMBIX COJICH.

[295] B omHOM BapuaHTe oCyiecTBiIeH s, HHrHOuTop MDM?2 mu ero gpapmaneBTUIeCKU
MIPUEMJIEMYIO COJTb BBOASIT HYKAAIOIIEMYCsl CYOBEKTY JUIS JICYSHHs] XPOHHUYECKON MUEIOTeHHOH
neiikemun (CML) B 1-7 nuu 21-gaeBHoro nukia (B 8-21 nuu narudurop MDM?2 He BBOISAT) B
TE€UYEeHHe MePHOa BPEMEHH, BRIOPAHHOTO U3 3 Henesb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Henens,
18 menens, 21 Henenb, 24 Henenn, 27 Henenb, 30 Henenb, 33 Henenb, 36 Henmenb, 39 Henenb, 42
Henenb, 45 Henenb, 48 Henenb, S1 Hexenb, 54 Hepenb, 57 Henenb, 60 Henenb, 63 Henmenb, 66
Hedellb, 69 Hedenb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Hexenb, 84 Hexenb, 87 Hemenb, 90
Henenb, 93 Henenb, 96 Henenb, 99 Henens, 102 Henens, 105 Henens, 108 Hengens, 111 Hegens, 114
Henenb, 117 nenenw, 120 Henenb, 123 Hegens, 126 Henenn, 129 Henenb, 132 Henenb, 135 Heneb,
138 menenb, 141 nvenenb, 144 nwenens, 147 nenens, 150 Henens, 153 Henenb u 156 Hepenb, rae
uHrnourop MDM2 BbiOpaH u3 rpynmsl, cocrosiuel coenuHerus ¢popmyisl (I), popmymsr (II),
RG7388, tpunromuma, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wuyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemeraHna,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmManeBTHYECKH NPUEMJIEMBIX COJiei. B 0ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 rpymiel, coctosmei coenqunerus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaleBTHYECKU MIPUEMIIEMBIX COJICH.

[296] B omHOM BapuaHTe ocyiecTBiIeH s, HHruOuTop MDM?2 mu ero gpapmaneBTUIeCKu
MPUEMJIEMYIO COJIb BBOISIT HYKIAKOIIEMYCsl CyOBEKTy IJisl JIEUEHUs] OCTPOH MHUEJIOreHHOU
neiikemun (AML) B 1-7 nam 21-nHeBHOTrO nukia (B 8-21 nuu uaruburop MDM2 He BBOZST) B
TE€UYEeHHe MePHoIa BPEMEeHH, BRIOPAHHOTO U3 3 Henesb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Henens,
18 menens, 21 Hemenb, 24 Henenb, 27 Henenb, 30 Henenb, 33 Henenb, 36 Henenb, 39 Henenb, 42
Henenb, 45 Henenb, 48 Henenb, 51 Hexenb, 54 Hepenb, 57 Henenb, 60 Henenb, 63 Hemenb, 66
Hedenb, 69 Hedenb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Hexenb, 84 Henenb, 87 Hemenb, 90

Henenb, 93 Henenb, 96 Henenb, 99 Henens, 102 Henens, 105 Henens, 108 Hexgens, 111 vHegens, 114
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Henenb, 117 venens, 120 vHenens, 123 Henens, 126 venens, 129 Henens, 132 Henens, 135 Heneny,
138 nenenn, 141 nvenens, 144 uwenens, 147 venens, 150 Henenw, 153 Henenb u 156 Hepens, rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosied coenquHerus popmynsl (I), dopmyner (ID),
RG7388, tpuntonmuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(hapMaeBTHYECKH MPUEMJIEMbIX COJiei. B ofHOM BapuaHTe ocyIuecTBieHus, tHruoutop MDM?2
BbIOpaH U3 rpymiel, coctosimei coenunerus ¢popmyasl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaLeBTHYECKU MIPUEMIIEMBIX COJIEH.

[297] B omHOM BapuaHTe OCyIecTBiIeH s, HHruOuTop MDM?2 miu ero gpapmaneBTUIeCKu
MPUEMJIEMYIO COJIb BBOIST HYKHAMOIIEMYCs CYOBEKTYy JUIsl JIEYeHHs] KapLUUHOMBI U3 KIJIETOK
Mepkenss (MCC) B 1-7 guu 21-gaeBrHoro uukia (B 8-21 nuu unarudburop MDM?2 He BBOIAT) B
Te4YeHHe MePHoia BPEMEeHH, BRIOPAHHOTO U3 3 Henesb, 6 Henenb, 9 Henenb, 12 Henenb, 15 Henens,
18 wenens, 21 Henenn, 24 Henens, 27 Henenb, 30 Henens, 33 Henmenb, 36 Henmenb, 39 Henenb, 42
Henenb, 45 Henenw, 48 Henenb, 51 Hexpens, 54 Hepenb, 57 Henenb, 60 Henenb, 63 Hemenb, 66
Hedesib, 69 Henenb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Henenb, 84 Henenb, 87 Hegenb, 90
Henenb, 93 Henenb, 96 Henenb, 99 Henens, 102 Henens, 105 venens, 108 Henens, 111 Hengens, 114
Henenb, 117 venens, 120 vHenens, 123 Henens, 126 venens, 129 Henens, 132 Henens, 135 Heneny,
138 nenenn, 141 nvenens, 144 uwenens, 147 venens, 150 Henenb, 153 Henenb u 156 Hepenb, rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coenuHerus popmyinsl (I), opmyner (ID),
RG7388, tpuntonmuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/IHHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apMaleBTHYECKH MPUEMJIEMbIX COJiei. B ofHOM BapuaHTe ocyIuecTBieHus, nHruoutop MDM?2
BbIOpaH U3 rpymmel, coctosimeit coenqunerus ¢popmyasl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(hapMaLeBTHYECKU MIPUEMIIEMBIX COJIEH.

[298] B omHOM BapuaHTe OCyIecTBIeH s, UHrHOuTOp MDM?2 miu ero gpapmaneBTUIeCKU
MPUEMJIEMYIO COJIb BBOASIT HYKIAIOLIEMYCS YeJIOBEYECKOMY CYOBEKTY NJIsl JiedeHHs paka B 1-7
nHu 28-nHeBHOTO UKa (B 8-28 nuu unrudbutrop MDM?2 He BBOIST) B T€UEHHE NEPHOAA BPEMEHH,
BbIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henens, 16 Henenb, 20 Henenb, 24 Henenb, 28 Hexenb, 32
Henenb, 36 Henenb, 40 Henenb, 44 Hexenb, 48 Hedenb, 52 Henenb, 56 Henenb, 60 Henmenb, 64
Hedesib, 68 Henenb, 72 Hedenb, 76 Hedenb, 80 Hedenb, 84 Hedenb, 88 Hexenb, 92 Hepenb, 96
Henenb, 100 venens, 104 vHengens, 108 venens, 112 nenens, 116 venens, 120 venens, 124 Heneny,
128 nwenens, 132 nenenp, 136 Henenp, 140 Henmenp, 144 Henenn, 148 Hemenb, 152 Hemenb u 156
Henenb, rae uHruoutop MDM?2 BeiOpaH u3 rpynmbl, coctosuied coeawHenust ¢popmydis (1),
dopmyer (I1), RG7388, Tpunrroniupa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepremerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
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1601 u ux papmaneBTHYECKH IPHEMIIEMBIX COJIEH, B KOTOPOM PaK BbIOPAH U3 IPYIIIbI, COCTOSIIEH
U3 KapLMHOM, TAKMX KaK pak MOYEBOrO Iy3bIps, MOJOYHOHN KeNe3bl, TOJICTON KUIIKHU, MPSAMON
KUIIKH, TIOYeK, MEYEeHH, JIETKUX (MEJKOKJIETOYHBbIH pak JIETKUX W HEMEJKOKJIETOYHBIH pak
JIETKUX ), TIUIIEBO/A, JKEITYHOTO My3bIpsi, SUYHUKOB, IOAXKENYIOUHON JKeJIe3bl, JKeyIKa, MeHKn
MAaTKH{, IIUTOBHIHOHN >KeJie3bl, NMPOCTAThI, TOJOBbI U IIeHW, M KOXH (BKIOYas Oa3ajbHBIA U
IUIOCKOKJIETOYHBI paK, MEJaHOMy, KapLMHOMy u3 KJIeTok Mepkensa, capkoMy Kanomm,
AUM(POMBI KOXH), T'€MOIOITHYECKHX OIMyXosieH JTUM(POUAHON JMHUHU (BKIIIOYAs JIEHKEMHUIO,
OCTpyI0 JTUM(DOIEHKEMHUI0, XPOHUYECKYIO MHEJIOTeHHYIO JIEHKEMHIO, OCTPYIO JHM(OOIaCTHYIO
aelikemuto, B-knerounyro smmbpomy, T-knerounyro sgumpomy, snumpomy XOIKKHHA,
HEXOJDKKUHCKYIO JTUM(OMY, BOJOCHCTO-KJIETOUHYIO JuMpomy u snumbpomy bepkurra),
TeMOIIO3TUYECKHX OIyXOJIeH MHUEJOUIHOTO MPOUCXOXKACHHUS (BKIIFOUAst OCTPYIO M XPOHHUYECKYIO
MHEJIOTEHHYFO JISHKEMHUIO, MUEJIOANCIUIACTIHYECKUI CHHAPOM H TIPOMHEJIOLUTAPHYIO JIEHKEMHIO ),
OIyXOJI ME3EHXHUMAJIbHOT'O MPOUCXOXKEHUs (BKIIFOYast (UOpocapkoMy u pabaoMHOCapKOMY U
ApyTUe CapKOMbBI, HampuMep, MSTKUX TKaHeW U KOCTel), ONyXOoJu LEeHTPaJIbHOH U
nepudepuIeckoll HEPBHOW CHCTEMBbl (BKJIOYAs aCTPOLMTOMY, HEHpoOiIacToMy, TIIHOMY,
rTHOONAaCTOMY M IOBAHHOMBI), M Jpyrue Omnyxonu (BKIHOYas MEJaHOMY, CEMHHOMY,
TEePaTOKapLUHOMY, OCTE€OCapKOMY, IMHUIMEHTHYIO  KCEHOAEpPOMYy, KEpaTOKTaHTOMy U
(boMKYIAPHBIN paK LIMTOBUIHON keJe3bl). B OOHOM BapHaHTEe OCYIIECTBIICHUS, HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmyasl (I), popmymnsr (II), RG7388,
HDM?201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-
1601 m wux ¢QapmaneBTHYECKH NpPUEMIIEMBIX coilell. B OnHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM2 npencrasnsier codoit coenunenne dopmyinbl (I) umu gopmyner (1) u ero
bapmaneBTHIECKH pueMieMyto cosib, © MDM 2 uHrubutop BBOAST nepopajbHO mpu go3e 120
mr unu 240 mr onuH pas B feHb (QD).

[299] B opHOM BapuaHTe ocyiuecTsiaeHus1, nHruourop MDM?2 nnu ero papManeBTHIECKH
NPUEMJIEMYIO COJIb BBOIST HYKAAIOIIEMYCST YeJIOBEUECKOMY CyObekTy aiis jeueHust MPN B 1-7
nHu 28-nHeBHOTO 1uka (B 8-28 nuu unrudbutop MDM?2 He BBOIAT) B T€YEHHE MEPUOAA BPEMEHH,
BbIOpaHHOTO U3 4 Henesb, 8 Henesb, 12 Henenb, 16 Henenb, 20 Henenb, 24 Henenb, 28 Henenb, 32
Henenb, 36 Henenb, 40 Henenb, 44 Henenb, 48 Hedenb, 52 Henenb, 56 Henenb, 60 Henmenb, 64
Henesib, 68 Henenb, 72 Hedenb, 76 Hedenb, 80 Henenb, 84 Hedenb, 88 Hexenb, 92 Hepenb, 96
Henenb, 100 nenenn, 104 Hengens, 108 Henenn, 112 nenens, 116 Henens, 120 venens, 124 Heneny,
128 nenenn, 132 nvenens, 136 Henenb, 140 vHenenb, 144 Henenb, 148 Henmenn, 152 Henmens, u 156
Henenb, rae uHruoutop MDM2 BeIOpaH W3 Tpymnmbl, coctosuied coeanHenus: ¢popmydis (1),
dopmysl (I1), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m ux ¢apmaueBTHUECKH TMpHEMJIEMbIX cojieil, B kotopoM MPN BbeiOpaH u3 TpyIbl,
cocrositie u3 UCTHHHON mnosmmuremun (PV), muenopudposa, nepBudHOro Muenopudposa,
TpoMOonuTeMuy, 3cceHuuanpbHol TpombOouutemun (ET), mamonatudeckoro mmenodudposa,

cucreMHoro Macroruroza (SM), xponuueckod HedtpodunpHON  nelikemun (CNL),
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muenogucruiactudeckoro cuaapoma (MDS), cucremHoro 3aboeBanus TydHbIX KiieTok (SMCD).
B omHom BapmanTte ocymectBieHus, uHruoutop MDM?2 BbIOpaH U3 TpyImbl, COCTOSIIEH
coenunenus popmyisl (1), popmynsr (II), RG7388, HDM201, RG7112, CGMO097A, CGMO0970B,
SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTH4ecku NpHEeMIEMbIX
coneli. B oqHOM BapmanTe ocyuiectsienus, ntHruoutop MDM2 npencrasisier codoit coeqrHeHe
dopmynbt (I) wnmu popmynast (II) u ero ¢apmaueBTHUECKH TpUeMiIEMyK coib, 1 MDM 2
UHTUOUTOP BBOIAT MEPOpasbHO Tipu 1o3e 120 mr miu 240 mr oguH pa3 B aeHb (QD).

[300] B omHOM BapuaHTe OCyIecTBIeH s, HHrHOuTOp MDM?2 mju ero gpapmaneBTUIECKH
MPUEMJIEMYIO COJIb BBOIST HYKIAIOIIEMYCsl YEJIOBEUECKOMY CYOBEKTY AJIsl JICYSHUsI IEPBUYHOTO
muenodpudposa B 1-7 nuu 28-gHeBHOro uukia (B 8-28 nuu muruburop MDM?2 He BBOZAT) B
Te4YeHe NIepro/ia BpEMEHH, BBIOPAHHOTO U3 4 Hefleb, 8 Henelb, 12 Henenb, 16 Henenb, 20 Henenb,
24 nenens, 28 Henenb, 32 Heaenb, 36 Henenb, 40 Henenb, 44 Henenb, 48 Henenb, 52 Henenb, 56
Henenb, 60 Henenb, 64 Henmenb, 68 Hexenb, 72 Hedenb, 76 Henenb, 80 Henenb, 84 Hemenb, 88
Henenb, 92 Henenb, 96 Henenb, 100 Henens, 104 venens, 108 Henens, 112 Henens, 116 Heneny,
120 menmens, 124 nwenenn, 128 venenn, 132 Hemenb, 136 Hemenp, 140 nvenens, 144 nHenmenn, 148
Henenb, 152 Hemenb u 156 Henmenb, rae mHruOuTOp MDM?2 BBIOpaH W3 TpyHIBL, COCTOSIIEH
coenunenus popmyiel (1), popmynsr (1), RG7388, Tpuntomina, HDM201, RG7112, CGMO097A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nytiuna-3,
HyTJIHHa-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTHIeCKH IPHEMIIEMbIX cojieil. B oHOM BapuaHTe
ocyecTsieHust, tHruonrop MDM2 BeiOpan u3 rpymrbl, cocrosieii coenuaenus: popmysl (1),
dopmyansr (II), RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢gapmarieBTHdecKH pHeMIIeMbIX cojiei. B oHOM BapuaHTe
ocyiectBieHus, uHruourop MDM2 mnpencraBnser coboii coemunenue ¢opmyns (I) wmum
dopmyaer (II) u ero dapmaueBTHueckn npuemsieMyro coib, 1 MDM 2 uHruOurop BBOAST
nepopasbHO npu go3e 120 mr wim 240 mr onuH pa3 B neHb (QD).

[301] B omHOM BapuaHTe OCyiecTBIeH s, HHrHOuTOp MDM?2 miu ero gpapmaneBTUIECKH
MIPUEMJIEMYIO COJIb BBOJSIT HY>KAAIOIIEMYCS YeIOBEKY AJIs JIeUeHUs] UICTUHHOM MOJUIIUTEMUH B 1-
7 nuu 28-gHeBHOro nukia (B 8-28 num wHruOurop MDM2 He BBOAST) B TeUEHHE MEPHOAA
BpPEMEHH, BBIOPAHHOTO U3 4 Henenb, 8 Henenb, 12 Henenb, 16 Henenb, 20 Henenb, 24 Henenb, 28
Henenb, 32 Henenb, 36 Hemenb, 40 Henens, 44 Hepenb, 48 Henenb, 52 Henenb, 56 Henmenb, 60
Henenb, 64 Henenb, 68 Henmenb, 72 Hexenb, 76 Heaenb, 80 Henenb, 84 Henenb, 88 Hemenb, 92
Henenb, 96 Henenb, 100 venenw, 104 venens, 108 Heaens, 112 Hegens, 116 venens, 120 Heneny,
124 menens, 128 nenmenn, 132 nenenb, 136 Hemenb, 140 Hemenb, 144 nHenmenn, 148 nHenmenn, 152
Henenb, U 156 Henmenb, rae uHruOutop MDM?2 BeIOpaH W3 TPYINIBL, COCTOSLIEH COCAHMHEHHUS
dopmysl (1), popmyast (II), RG7388, rpunromuna, HDM201, RG7112, CGM097A, CGM0970B,
SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrtauna-3, HyTIHMHa-3a,
HyTMHa-3b, cepmemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B,
APG-115, MI-1601 u ux dQapmaneBTudecku mpueMiIeMbIXx coneil. B omHoM BapuanTe

ocyuecTsieHust, “Hruonrop MDM2 BriOpan u3 rpymrbl, cocrosieii coenuaenus popmysl (1),
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dopmyinsr (II), RG7388, HDM201, RG7112, CGM097A, CGMO0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTHIeCKH IPHEMIIEMbIX cojieil. B oqHOM BapuaHTe
ocymectieHus, uHruourop MDM?2 mnpencrasnser coboit coenunenue Qopmynst (I) wmum
dopmynbl (II) u ero dapmaueBTuyecku mpuemyieMyro coib, ¥ MDM 2 UHruObuTop BBOIST
nepopanbHO rpu go3e 120 mr unu 240 mr onuH pas B 1eHb (QD).

[302] B onHOM BapuaHTe oCyliecTBIeHUs, HHTHOuTOp MDM?2 unu ero papMaieBTHIECKH
NPUEMJIEMYIO COJIb BBOIAT HYXKJAKOLIEMYCsl 4E€JOBEUYECKOMY CYOBEKTYy JUIsl  JICYEeHUs
3CCEHLHAIbHOM TpoMOoLTemMun B 1-7 nuu 28-nHeBHOrO 1ukia (B 8-28 quu uHruourop MDM?2
HE BBOZST) B TE€UYEHHE MEPHOAA BPEMEHH, BHIOPAHHOIO U3 4 Henenb, 8 Henenb, 12 Henmenb, 16
Henenb, 20 Henmenb, 24 Hemenb, 28 Hexenb, 32 Henenb, 36 Hemenb, 40 Henenb, 44 Henmenb, 48
Hepdesib, 52 Hepenb, 56 Henenb, 60 Hedenb, 64 Henenb, 68 Hedenb, 72 Hedenb, 76 Henenb, 80
Henelb, 84 Henenb, 88 Henenb, 92 Henens, 96 Henens, 100 Hexens, 104 Hepenb, 108 Henenn, 112
Henenb, 116 venens, 120 Henens, 124 venenn, 128 venens, 132 Henens, 136 venens, 140 Heneny,
144 nenenn, 148 Henens, 152 Henens, u 156 Henensp, rae uaruburop MDM?2 BbIOpaH U3 IPYMIIbI,
cocrositei coenuaenus: popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJHHA-3, HyT/IIMHA-3a, HyTJMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmarnesTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTE OCYyINEeCTBJIEHMs, MHruoutop MDM2 BbIOpaH U3 TPYNIBI, COCTOSLIEH COECTUHEHHUS
dopmyel (1), popmysl (IT), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTudecku npuemMiIeMbIx coieil. B omaom
BapuaHTe ocyliecTBieHus, nHruourop MDM?2 npencrasnser coboit coenunenue Gpopmysl (I)
wu popmysl (II) u ero ¢papmaueBTHUeCKH TpuemMiieMyto cojib, ¥ MDM 2 uHruOUTOp BBOIAT
nepopaibHO npu go3e 120 mr wu 240 mr oauH pas B neHb (QD).

[303] B ogHOM BapuaHnTe ocyiuecTsieHus, nHruoutrop MDM?2 nnu ero papmaneBTHUECKH
MPUEMIIEMYO COJIb BBOASAT HYKIAIOIIEMYCS YEJIOBEUECKOMY CYObEKTY JJIsl IEYEHUSI XPOHUIECKOH
muenoreHHoi serikemun (CML) B 1-7 nuu 28-nHeBHOTrO ukia (B 8-28 guu uaruburop MDM?2
HE BBOJST) B TE€UYEHHE MEPHOAA BPEMEHHM, BbIOPAHHOTO U3 4 Henenb, 8 Henenb, 12 Henmenb, 16
Henenb, 20 Henenb, 24 Henenb, 28 Hexenb, 32 Hedenb, 36 Hemenb, 40 Henenb, 44 Henmenb, 48
Hepdesb, 52 Hepenb, 56 Hepenb, 60 Hedenb, 64 Hedesb, 68 Hedenb, 72 Hexenb, 76 Henenb, 80
Henelb, 84 Henenb, 88 Henenb, 92 Henenb, 96 Henens, 100 Hexens, 104 vHepenpb, 108 Henenn, 112
Henenb, 116 venens, 120 Henens, 124 venens, 128 nenens, 132 Henens, 136 venens, 140 Heneny,
144 nenens, 148 Henenn, 152 Henens u 156 Henenb, rae narnburop MDM?2 BbIOpaH U3 TPYMIIH,
cocrositei coenraenust popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJIWHA-3, HyT/IIMHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmanesTiueckn npruemiieMbIx cojieii. B omHOM
BapUaHTe OCYyIIEeCTBJIEHMs, MHruoutop MDM2 BbIOpaH U3 TPyNIbI, COCTOSALIEH COETUHEHUS
dbopmyel (1), popmysr (IT), RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTudecku npuemMieMbIx coiieil. B onaom
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BapuaHTe OocyllecTBiIeHus, nHruourop MDM?2 npencrasnsier coboii coennaenue Gpopmysl (I)
wi popmyast (II) u ero papmanesTudeckn npuemiuemyro coyb, ¥ MDM 2 UHruOUTOp BBOIST
nepopanbHO rpu go3e 120 mr unu 240 mr onuH pa3 B neHb (QD).

[304] B onHOM BapuaHTe ocymecTsieHust, ”Hruoutop MDM?2 unu ero gpapmaneBTU4ecKu
NPUEMJIEMYIO COJIb BBOAST HYXKIAIOLIEMYCsl YEeJIOBEUECKOMY CYOBEKTYy MJIsl JIEUeHHs] OCTpOM
muesoreHHoi neiikemun (AML) B 1-7 nuu 28-gaeBHOro nukna (B 8-28 nuu marnéurop MDM?2
HE BBOJSIT) B TEUCHHE NMEPHONa BpEeMEHHU, BbIOpaHHOro u3 4 Henenb, 8 Hexenb, 12 Henmenb, 16
Henenb, 20 Henmenb, 24 Hemenb, 28 Hexenb, 32 Henenb, 36 Hemenb, 40 Henenb, 44 Hemenb, 48
Hepdesib, 52 Henenb, 56 Henenb, 60 Henenb, 64 Henesb, 68 Hedenb, 72 Hexenb, 76 Henenb, 80
Henelb, 84 Henenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Hexens, 104 vHepensb, 108 Henenn, 112
Henenb, 116 venenn, 120 Henens, 124 venenn, 128 nenens, 132 Henens, 136 vHenens, 140 Heneny,
144 nenenw, 148 Henenn, 152 Henenp u 156 Henenb, rae uarnburop MDM?2 BbIOpaH U3 TPYMIIb,
cocrositei coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronmuna, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJIMHA-3, HyT/IIMHA-3a, HyTnHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmareBTiueckn npruemMiieMbIx cojieii. B omHOM
BapUaHTE OCYIIEeCTBJIEHHs, MHruOutop MDM2 BeIOpaH W3 TPYNIBI, COCTOSILIEH COCTMHEHUS
dopmye (1), popmysl (IT), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTudecku npueMiIeMbIx coiieil. B omHom
BapuaHTe OocyllecTBiIeHus, nHruourop MDM?2 npencrasnsier coboii coenurenue Gpopmysl (I)
w popmyast (II) u ero papmanesTudeckn npuemiemyro coyb, ¥ MDM 2 UHruOUTOp BBOIST
nepopanbHO npu no3e 120 mr unu 240 mr onuH pa3 B neHb (QD).

[305] B omHOM BapuaHTe ocymecTsiaeHust, ”Hruourop MDM?2 unu ero gpapmarnieBTU4ecKu
IPUEMJIEMYIO COJIb BBOAST HY KIAIOLIEMYCsI YeJIOBEYECKOMY CYOBEKTY IUIs JIEUSHUS] KapLITHOMBI
u3 kierok Mepkens (MCC) B 1-7 gau 28-nuHeBHOro nukna (B 8-28 nuu unrudburop MDM?2 He
BBOJIAIT) B TEYCHUE MTEPHO/IA BPEMEHH, BBIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henenb, 16 Henenb,
20 nenens, 24 Henenb, 28 Henenb, 32 Henenb, 36 Henenb, 40 Henenb, 44 Henenb, 48 Henenb, 52
Henenb, 56 Henenb, 60 Henmenb, 64 Hexenb, 68 Hedenb, 72 Henenb, 76 Henmenb, 80 Henmenb, 84
Henenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Henens, 104 Henensb, 108 Henenb, 112 Hepgens, 116
Henelb, 120 Henens, 124 nenenn, 128 Hepens, 132 Henenn, 136 Hepenb, 140 Henens, 144 Henen,
148 nvenenn, 152 Henenb u 156 Heneny, rne uHrnONTOPp MDM2 BBIOpaH U3 TPYIIBI, COCTOSIIEH
coenunenus popmyisl (1), popmynsr (II), RG7388, Tpunromina, HDM201, RG7112, CGMO097A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrtnuna-3,
HyTJIuHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTHIECKH NPHEMIIEMbIX cojiei. B omHOM BapuaHTe
ocymecTBieHust, ”Hruontop MDM2 BriOpan u3 rpymibl, cocrosimeii coenuaenus popmysl (1),
dopmyier (II), RG7388, HDM201, RG7112, CGM097A, CGMO0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTHIECKH IPHEMIIEMbIX cojieil. B oqHOM BapuaHTe
ocymectieHus, uHruourop MDM2 mnpencrasnser coboii coenunenue Qopmynsl (I) wmum

dopmyner (II) u ero dapmaueBruyecku mpuemyieMyro coib, ¥ MDM 2 MHruObuTop BBOIST
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nepopasbHO npu o3¢ 120 mr mnm 240 mr oxnuH pa3 B neHb (QD).

[306] B omHOM BapuaHTe ocymecTsieHust, ”Hruoutop MDM?2 nnu ero gpapmaneBTUIeCKu
NPUEMJIEMYIO COJIb BBOIAT HYXKIAIOIIEMYCS UEIOBEYECKOMY CYOBEKTY AJIs JISUSHHs 3aBUCUMOMN
oT ¢pe0OTOMUM UCTHHHOM nonunureMud B 1-7 nau 28-nHeBHOro 1ukia (B 8-28 nHu uHrubutop
MDM2 He BBOZAT) B TEUEHHE NIEPUOA BPEMEHH, BIOPAHHOTO U3 4 Henenb, 8 Henenb, 12 Henenb,
16 nvepenb, 20 Henenb, 24 Henenb, 28 Henenb, 32 Henenb, 36 Henenb, 40 Henenb, 44 Henenb, 48
Henenb, 52 Henmenb, 56 Henmenb, 60 Hexenb, 64 Henenb, 68 Henenb, 72 Henenb, 76 Henmenb, 80
Hendelb, 84 Henenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Hexenn, 104 Hepenb, 108 Henenb, 112
Henenb, 116 venenn, 120 Henens, 124 venenb, 128 nenens, 132 Henens, 136 Henenn, 140 Heneny,
144 nenenn, 148 Henenb, 152 Henenb, u 156 Henenp, rae uaruburop MDM2 BbIOpaH U3 IPYMIIbI,
cocrositei coenuaenust popmysl (I), popmynsr (1), RG7388, rpunronuna, HDM201, RG7112,
CGMO097A, CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, R0O8994,
HYTJIUHA-3, HyTJIMHA-3a, HyTinHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux dapmareBTiueckn npruemMieMbIx cojieii. B omHOM
BapUaHTE OCYINECTBJIEHUs, MHruOutop MDM2 BeIOpaH W3 TPYNIBI, COCTOSILIEH COCTUHEHHS
dopmysl (1), popmyast (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838,
MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmanieBTudecKku npueMiIeMbIx colieil. B onHom
BapuaHTe OocyllecTBiIeHus, nHruourop MDM?2 npencrasisier coboit coenmaenue Gopmysl (I)
wi popmyasl (II) u ero papmanesTudeckn npuemiemyro coyb, ©# MDM 2 UHruOUTOpP BBOIST
nepopanbHO rpu go3e 120 mr mnm 240 mr onuH pa3 B neHb (QD).

[307] B onHOoM BapmaHTe ocyiecTBieHus, coeaunenue ¢popmysl (1) mmm Gopmynsr (I1)
WK ero (papmMarneBTUYeCKH NPUEMIIEMYIO COJIb BBOZAT HYXKIAIOIIEMYCS YEJOBEKY €XKEIHEBHO
npu no3e 120 Mr aist nedeHus 3aBUCUMON OT ¢1e00TOMUN UCTUHHOM NoJuuuTeMuu B 1-7 nHu 28-
nHeBHoro 1wkia (B 8-28 nuu mHruOurop MDM2 He BBOASAT) B TEYEHHE NEPHONA BPEMEHH,
BbIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henenb, 16 Henenb, 20 Henesb, 24 Henenb, 28 Henenb, 32
Henenb, 36 Henenb, 40 Henmenb, 44 Hexenb, 48 Hedenb, 52 Henenb, 56 Henmenb, 60 Henmenb, 64
Henesib, 68 Henenb, 72 Henenb, 76 Hedenb, 80 Henenb, 84 Hedenb, 88 Henenb, 92 Henenb, 96
Henenb, 100 venenn, 104 Henens, 108 Henenb, 112 nenens, 116 Henens, 120 Henens, 124 Heneny,
128 nenenb, 132 nenenb, 136 Hemenn, 140 venenn, 144 venens, 148 Henenb, 152 Hepmenb u 156
Henedb. B OOHOM BapuaHTe OCYLIECTBJCHHS, YEJIOBEUECKHUH CyOBEeKT CTpamaer oT
HerepeHocuMocTH ruapokcumoueBuHbl (HU) (renonmyctumblie modounsie 3¢ ¢dexter). B ogHOM
BapUAHTE OCYLIECTBIICHHUS, YEJIOBEUECKUI CyObEKT HEBOCTIPUMMUYHUB K TuapokcumoueBruHe (HU)
(HeanekBaTHBIN OTBET). B OTHOM BapuaHTe OCYIIECTBIIEHHS, YETIOBEUECKHI CYOBEKT CTPAiaeT OT
CIUIeHOMeTaJnu. B OJHOM BapHaHTe OCYINECTBJICHUS, YEJIOBEYECKHH CYOBEKT CTpajgaeT OT
CIUIEHOMETAJIMH U SIBJISIETCS 3aBUCUMBIM OT (uiebotoMun. B oHOM BapuaHTe OCYIIECTBIICHUS,
YEJIOBEUECKHI CYOBEKT SIBISIETCS 3aBUCHMBIM OT (iedoromuu 6e3 cruieHoMmeranun. B ogHOM
BapUAHTE OCYILECTBIJICHUS, YEIOBEKY HE ITOMOIJIa Tepanus PyKCOITUTHHUOOM.

[308] B onHOoM BapmaHTe ocyiecTBieHus, coeaunenue ¢popmyisl (1) mmm Gopmynsr (IT)
WK ero (papmManeBTUYECKH NPUEMIIEMYIO COJIb BBOIAT HY)KIAIOIIEMYCS YEJOBEKY €KEIHEBHO

nipu 103e 240 Mr 1151 ieueHus 3aBUCUMOM OT (Py1e0OTOMUHN UCTUHHOMN nouuuTeMuu B 1-7 qan 28-
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nHeBHOro 1wkia (B 8-28 mum maruOurop MDM2 He BBOAAT) B TeUeHHE NEPHOAA BPEMEHH,
BbIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henens, 16 Henens, 20 Henenb, 24 Henenb, 28 Hexenb, 32
Henenb, 36 Hedenb, 40 Henenb, 44 Hedenb, 48 HedeNb, 52 Hedenb, 56 Hexenb, 60 Hexenb, 64
Henenb, 68 Hexenb, 72 Hedenb, 76 Hedenb, 80 Hedenb, 84 Hedenb, 88 Hedenb, 92 Hedelnb, 96
Henenb, 100 Henenb, 104 Hepenb, 108 venenb, 112 Henens, 116 Henenw, 120 Henenb, 124 Heneny,
128 uwenenv, 132 nenenw, 136 Henenb, 140 nHenennb, 144 venenn, 148 Henenn, 152 venens u 156
Henesdb. B ONHOM BapHMaHTe OCYINECTBJICHUS, 4YeJOBEYECKOro CyObeKTa OMpEenessitoT Kak
CTPAAIOLIET0 OT HEMEePEeHOCUMOCTH ruapokcuMoueBuHbl (I'M) (Hempuemyemble MOOOUYHBIE
a¢dexTrr). B omHOM BapuaHTe OCYINECTBICHHS, 4YEJOBEUECKUN CyOBEeKT HEBOCIPUUMYMB K
rugpokcumodeBrHe (HU) (HeamekBaTHbIi oOTBeT). B ONHOM BapuaHTe OCYIIECTBIICHHUS,
YeJioBe4YeCKHil CyOBeKT CTpadaeT OT CIUIEHOMerajinu. B OZHOM BapuaHTE OCYIIECTBIICHUS,
YeJIOBe4eCKH i CyOBEeKT CTPaZaeT OT CIUIEHOMETAINH U SIBJISIETCS 3aBUCUMbBIM OT (piieboromuu. B
OJTHOM BapUaHTE OCYIIECTBIICHUS, YEIOBEUECKHI CYOBEKT SBISETCS 3aBUCUMBIM OT (i1e00TOMUN
0e3 crieHoMerasivi. B OZHOM BapuWaHTe OCYINECTBJICHHS, YEJIOBEKY HE TOMOIJIAa TEeparws
PYKCOTUTHHUOOM.

[309] B onHOM BapmaHTe ocyecTBieHus, coeaunenue ¢popmyisl (1) mwmm Gopmynsr (11)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYKIAIOIIEMYCS YEJIOBEKY €XKEIHEBHO
npu no3e 120 mr nist iedeHus: 3aBUCHMON OT (hyieOOTOMIM HCTUHHOW noymuutemMuu 1-7 nuu 21-
naeBHOro 1wkina (B 8-21 mam marunOurop MDM2 He BBOZAT) B TeUeHHE NEPHOAA BPEMEHH,
BbIOpaHHOTO U3 3 Henesb, 6 Hexenb, 9 Henenb, 12 Hepenb, 15 Henenn, 18 Henens, 21 Henens, 24
Henenb, 27 Henenb, 30 Hemenb, 33 Hexenb, 36 Heaenb, 39 Henenb, 42 Henenb, 45 Henmenb, 48
Henenb, 51 Hemenb, 54 Hedenb, 57 Hedenb, 60 Hedenb, 63 Hedenb, 66 Hexenb, 69 Henenb, 72
Henenb, 75 Henenb, 78 Henmenb, 81 Hemenb, 84 Hepenb, 87 Hemenb, 90 Henenb, 93 Hemenb, 96
Henenb, 99 nenenb, 102 nenens, 105 nenens, 108 Henenw, 111 venens, 114 nvenens, 117 Henenv,
120 nenensw, 123 Henmenw, 126 Henens, 129 nenennb, 132 Henmennb, 135 Hemenb, 138 Henmenb, 141
Henenb, 144 nenenv, 147 nwenenv, 150 venenv, 153 venenb u 156 Henenb. B ogHOM BapuaHTe
OCYIIECTBJICHUS, YEJIOBEUECKH CYObEeKT CTpagaeT OT HEMEePEeHOCUMOCTH THUAPOKCUMOYEBHHbI
(HU) (mwemonycrumblie mobouHbie 3¢ ekThi). B 0qHOM BapuaHTe OCYIIECTBIICHHS, YEIOBEYECKHU I
cyObekT HeBocnpuuMuuB K ruppokcumoueBuHe (HU) (HeapekBaTHbIi 0TBET). B 0HOM BapuaHTe
OCYIIECTBJICHUS, YeJIOBEYEeCKHI CyOBEKT CTpajaeT OT CIUIeHOMeraiuu. B OIHOM BapuaHTe
OCYIIECTBJICHUS], YEIOBEYECKUI CYOBEKT CTPaaeT OT CIJICHOMETAINHU U SIBJISIETCS] 3AaBUCUMBIM OT
¢baedoTomun. B oTHOM BapuaHTe OCYIIECTBICHHUS, YEJIOBEUECKHI CyOBEKT SIBJISIETCS] 3ABUCUMBIM
ot ¢pneboTomun Oe3 CruieHOMerainu. B OTHOM BapHaHTe OCYINECTBIICHHS, YEIOBEKY HE MOMOTJIa
Tepanusi PyKCOJTUTUHHUOOM.

[310] B onHOM BapmanTe ocymecTBieHus, coeaunenue ¢popmyisl (1) mmm Gopmynsr (11)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYKOAIOIIEMYCSI YEJIOBEKY €XKEIHEBHO
npu 1o3e 240 Mr st iedeHus: 3aBUCUMOH OT (hyieOOTOMIM HCTUHHOW noymuutemMuu 1-7 nuu 21-
naeBHOro 1wkia (B 8-21 mam marnOurop MDM2 He BBOAAT) B TeUeHHE NEPHOAA BPEMEHHU,
BbIOpaHHOTO U3 3 Henesb, 6 Hexenb, 9 Henenb, 12 Hepenb, 15 Henenn, 18 Henens, 21 Henens, 24

Henenb, 27 Henenb, 30 Hedenb, 33 Hedenlb, 36 Hedenb, 39 Hedenb, 42 Henenb, 45 Henenb, 48
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Hedenb, 51 Hemenb, 54 Hepenb, 57 Hedenb, 60 Hedenb, 63 Hedenb, 66 Hexenb, 69 Henenb, 72
Henenb, 75 Henenb, 78 Henmenb, 81 Hemenb, 84 Hepenb, 87 Henenb, 90 Henenb, 93 Henmenb, 96
Henelnb, 99 Henenb, 102 Henenb, 105 nenenn, 108 neaens, 111 Henensb, 114 venens, 117 Heneny,
120 uvenenw, 123 uHenenw, 126 venens, 129 nwenens, 132 nenens, 135 nenens, 138 nHenens, 141
Henenb, 144 nenens, 147 nenenn, 150 nenenv, 153 Henenb u 156 Henens. B ogHOM BapuanTe
OCYLIECTBJICHHS, YEJIOBEUECKHH CyOBEKT CTpPalaer OT HENePeHOCHMOCTH THIPOKCHMOUEBHHBI
(HU) (meponyctumblie mobouHble 3¢ ¢exTr). B 0qHOM BapuaHTe OCYIIECTBICHUS, YEIOBEUECKU
cyObekT HeBocpuuMuuB K ruppokcumoueBuHe (HU) (HeapekBaTHbIi OTBET). B 0OHOM BapuaHTe
OCYILECTBIICHHSI, YENOBEUYECKUH CyOBEKT CTpajaeT OT CIUIeHOMerajiuu. B omHOM BapuaHTe
OCYIECTBIICHHSI, YEJIOBEYECKHUI CYOBEKT CTPAAET OT CINIEHOMETaJINH U SIBIISIETCS 3aBUCUMbBIM OT
¢neboromun. B ogHOM BapuaHTe OCYIIECTBISHHS, YeJIOBEYECKHI CYOBEKT SIBISIETCS 3aBUCUMbBIM
ot ¢neboromuu 6e3 CruleHOMeranui. B 0THOM BapHaHTe OCYIIECTBIICHHS, YEIOBEKY HE IOMOTJIa
Teparusi pPyKCOIUTUHUOOM.

IMTPUMEPHI

[311] BapuwaHTbl OCYIIECTBJICHHS, OINMUCAHHBIE B HACTOSIIEM H300pEeTeHUH, naaee
OIHCaHBl CO CCBUIKOH Ha CleAyrolIne NpuMephl. JlaHHbIE MPUMeEpPbI MPEAOCTABIEHBI TOJIBKO C
LIENIBI0 MIUTFOCTPALIUK, W OMUCAHNE, MPUBEACHHOE B HACTOSIIEM M300pPETEeHNH, HUKOUM 00pa3om
HE CJIeNyeT HCTOJIKOBBIBATh KAaK OrPAaHMYEHHOE NAHHBIMH TNPUMEpPaMH, a CKOpee OJDKHO
TOJIKOBAaThCA KaK BKIIFOYAOIIEE JIFOObIE U BCE BapUAIlMM, KOTOPBIE CTAHOBSITCS OYEBUIHBIMHU B
pe3yJbTaTe uae, U3JI0KEHHBIX B HACTOALIEM H300pETEHUH.

ITpumep 1: Bnusnue coenunenus ¢popmyisl (1) Ha KIeTKH ¢ ICTUHHON MOJTULIUTEMUEH

Crnoco® TtectupoBaHusl BnusHUS coeauHeHuit (opmynbl (I) Ha KieTku ¢ HCTUHHOMN
MOJIUIIUTEMHEH cienyer Tomy, uyto ormucano B Lu et al., Blood, 2012, 120(15); 3098-3105,
cofiep>kaHue KOTOPOro BKIJIFOYEHO B JAHHOM TOKYMEHT IOCPEACTBOM ccblIku. Huxke mpusoaurcs
KpaTKOe OMUCAHNUE METOIUKU

ITonyueHue KIETOK:

[312] [Tepudepuueckyro KpoBb OTOMPAIOT y MALMEHTOB ¢ HCTHHHOH nosuutemueii (PV).
CootBercTByOIee 0100peHHEe MOJNYYAOT OT HHCTUTYLHOHAJIBHOTO HAOMIOIATEIbHOTO COBETA.
HWHpopmMupoBaHHOE cOrjacue TMONYYalT J0 Havaja HCCIenoBaHMs. Bce mamueHTsl OyayT
COOTBETCTBOBAThH JUATHOCTUYECKUM KPUTEPUSIM BCceMUpHOI OpraHu3anuy 30paBOOXPAHEHHS IS
uctnHHOM nosmuutemun (PV). OOpasupl nepudepudeckold kpoBu HaciamBaroT Ha Ficoll-
Hypaque (1,077 r/mu; GE Healthcare), u MOHOHYKJI€apHBIE KJIE€TKH HU3KOH TUIOTHOCTH OTAEJISIIOT
nenrpudyruposanrem. Knerku CD34" Boinensror, npumensist Habop st ot6opa knertoxk CD34°
yenoseka (StemCell Technologies) B cOOTBETCTBUU ¢ MHCTPYKUMSMU MPOU3BOAUTENSL. HUCTOTY
nonynsiuuu kinetok CD34" ananusupyrot, npumensis npotodnbiii uromerpa FACSCalibur (BD
Biosciences); u Tpebyercs, mo Menbmed Mepe, 85% s Bcex SKCrmepuMeHTOB. CBexue
HopmMainbHbie CD34" kjieTku uenoBeueckoro KOCTHoro mosra 3akymnaror y ALLCELLS B kauecTse
KOHTPOJIS.

HPC Tectol

[313] D¢ dexrsr coenunenust popmynsl (1) Ha manmeHTOB ¢ UCTHHHON nonunureMueii (PV)
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moskHO onlernth HPC Tectamu, onmcanabiMu B Lu et al., Blood, 2012, 3098-3105, conepxaHue
KOTOPOTO BKJIIOYEHO C TMOMOLIbIO CChUIKM. Bkparue, kinetku CD347 KynsTUBHUDYHOT B
6eccoiBoporounoii cpene (StemCell Technologies), cogepxameii SO Hr/mi ¢pakTopa CTBOJIOBBIX
kiaerok (SCF), 50 wur/mn tpombomostuna (TPO), 50 ur/mn nuranma fms-nogoOHoOM
tupo3uHkuHa3bl 3 (Flt-3) u 50 ur/mna IL-3, u oOpadaThiBatOT pa3auuHBIMHU J03aMU COEAMHEHMUS
dopmynbl (I) B Teuenue 4 nueit. Yepes 4 mus obpaborku knetku CD34" wuccnemyror B
NOJIyTBEPABIX cpenax, kak ommcaHo B Bruno et al., Blood, 2006, 3128-3134, comepkaHue
KOTOPOTO BKJIFOYEHO ¢ ToMomblo. Bxpatie, 5x10% kmerox CD34" moMemaroT Ha YaiKky B
AyONMUpyOIUX KynbTypax, copepskammx 1 mia IMDM c 1,1% merunuennrono3oii u 20% FBS, k
kotopbM nodaisiroT SCF, TPO, murann Flt-3, IL-3 u GM-CSF, kakapie U3 KOTOPBIX COTEPIKUTCS
B kojmuectse SO Hr/mut, u 2 en/mun spurponostuHa (II10). Kononnu noxcuurteiBaroT nocie 14
IHEH MHKYOaIuu, U OTJENIbHbIE KOJIOHHH U3BJIEKAIOT U TeHOTUNHpyroT Ha JAK2V617F.

HByxpaynuosas ajuiens cneuudrueckas [P ans JAK2V617F-no3uTHBHBIX KOJOHUH

[314] T'enomnass JIHK BblIensioT W3 pPaHAOMHU3UPOBAHHBIX COOPAHHBIX KOJIOHHH,
npumensist Habop auns [TLP kposu Extract-N-Amp (Sigma-Aldrich). JAK2V617F o6HapysxuBaroT
C TIOMOIIBID NBYXpayHAoBas amienb cneuuduueckoit TP, onmmcannol B Bruno et al., Blood,
2006, 3128-3134, copepsxaHue KOTOPOU BKJIKOYEHO C MOMOULIBK) CChbUIKU. KOHEUYHBIE MPOAYKTHI
TP ananusupyroT Ha 2,0% arapo3Heix rejusix. Ilpoaykt nnunoi 279 nap oCHOBaHM yKa3bIBaeT
Ha TIOJIOXKHUTENbHBIA pe3ynbTaT Ha amienb-crienuduueckuii JAK2V617F, torna xak mpomykT
JJIMHON 229 map OCHOBaHUM yKa3bIBaeT Ha oTpuLaTenbHbli pesyaptaT Ha JAK2V617F. Kononun
kjaccuuupyroT kak romo3urotHeie 1o JAK2V617F, eciiu oHU comep:kat TOJIBKO MOJIocy u3 279
I1.0., TOTJ]a KaK FeTepO3UrOTHBIE KOJIOHUU MASHTU(PUIUPYIOT HA OCHOBAHUH HAJIUYHUSA MOJIOC KaK
u3 279 n.o., Tak u u3 229 n.o.

Tect na anonTo3

[315] OO6paboranHble kieTku coOuparor u mnpombiBaroT PBS nns  oxpammBanust
anHekcuHOM-V (BD Biosciences), crnocoObl OKpamIMBaHUSI BBITIOJHSIIOT B COOTBETCTBHH C
NPOTOKOJIAMH, TPEIOCTABJIEHHBIMU MPOU3BOAUTENEM. JlaHHBIE TIOJNY4alOT HAa MPOTOYHOM
muromerpe FACSCalibur (BD Biosciences), u, mo MeHbIIeH Mepe, IS KaKIOrO aHAIN3a
nogny4atot 10000 sxuBbIx Ki1eTok (mporpammuoe odbecneuenrie BD FACS Diva; BD Biosciences).

Becrepn-0noT ananms3

[316] Knetku CD34" oummaror or nepudeprdeckoil KpOBU TAIMEHTOB C MCTUHHON
nonuiutemueit (PV) u kynsTuBUpPYIOT B OecCchIBOPOTOUHOM cpene, conepskateit SCF, murann FL-
3, IL-3 u TPO. KneTtku 00pabaTbIBatOT pa3TudHbIME 103aMU coeqrHeHus Gopmydsl (I) B TeueHne
4 qacoB. KneTku coOMparoT, M 5KCTPAKTHI OEIKOB IEJIbIX KJIETOK MOJIY4YaroT ¢ Oy epom aist tu3nca
RIPA (Boston BioProducts) nnst BectepH-0J10TTHHTA.

[317] JAnst mpUroTOBICHUS LIMTOTUIA3MATHYECKUX U SIIEPHBIX OENTKOBBIX (PpaKLmii KJIETOK
MAIUEHTOB ¢ UCTHHHON mojmuuremueit (PV) knerku CD34™ pasMHOXAOT B GeCCHIBOPOTOYHOMN
cpene, conepxkameit SCF, nurann FL-3 u IL-3, B Teyenme 10 nmeit 3arem kierkm CD34°
MOBTOPHO OYHINAIOT U 00palaThIBAIOT Pa3InYHBIMU J03aMU coenuHenus popmyel (I) B TeueHne

48 uvacos B npucyrctBuu SCF, muranga FL-3, IL-3 u TPO. benkoBble 5KCTpakThl MOJYYarOT,
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npumensisi peaktuB NE-PER nns simepnoit u nuroruasmartudeckoit skcrpakuuu (Thermo
Scientific) B COOTBETCTBUU C MHCTPYKIMSIMH TPOU3BOANUTEIS.

[318] Ilepen BecTepH-OIOTTUHTOM BCe 0OpasLbl JeHATYpHUPYIOT Oydepom st o6pasLon
Laemmli SDS (Boston BioProducts) narpesannem npu 95°C B TeueHHe 5 MHHYT, KaxIbli
obpaszen pazgenstor Ha remsix SDS-PAGE u mepeHocar Ha nonuBHUHUIAU(TOPUAMHOBBIE
memOpa#nsI (Bio-Rad). @ocho-pS53, p53, MDM2, p21, p-STAT1, PUMA u Bak Busyanusupyrort ¢
nomombto antuten (Cell Signaling Technologies) n pearentos anst BectepH-OnorTrHra ECL
(Denville Scientific).

CraTuctuueckuii aHaIN3

[319] Pe3ynbTaThl NpeACTaBIAIOT B BUAE CPEIHErO 3HAUEHMSIECTaHJAPTHOE OTKJIOHEHHE
OTHAENBHBIX TOUYEK JaHHBIX, MOJYYEHHbIX M3 PA3JIMYHOIO KOJMYECTBA OSKCIEPUMEHTOB.
CTaTHCTUYECKYIO 3HAYMMOCTh ONPENeNSAOT, MPUMEHss t-kputepuil CThIOEHTa WIH t-KpUTEpUi
MAPHBIX BBIOOPOK.

IMpumep 2: sddextor coenuHenus ¢opmynsl (I) Ha KIETKH € 3CCEHLMATBHOM
TPOMOOIITEMHUEH

[320] DxciepuMeHThI IPOBOJST COIJIACHO NMPUMEPY 1, 32 UCKIIIOUEHHEM TOT'O, YTO KIETKU
3CCEHLUAIbHOHN TPOMOOIIMTEMHIH MTPUMEHSIOT BMECTO KJIETOK UCTHHHOM nojmuutemun (PV).

ITpumep 3: apdextsr coenunerns popmysl (I) Ha kKi1eTkn nepBUYHOrO MUENOPUOPo3a

[321] OxcnepuMeHTBl IPOBOAST B COOTBETCTBUM C IMPUMEPOM 1, 33 UCKIIOUEHHUEM TOTO,
YTO BMECTO KJIETOK HCTHHHOW mnomuuureMud (PV) nDpuUMEHSIOT KJIETKH IEepPBHYHOIO
muenopudposa.

ITpumep 4: Coenunenue ¢opmynsl (I) B kauecTBe MOHOTEpanuu Al MALEHTOB C
UCTUHHON MOJMLIUTEMUU

[322] Llenpto HAaHHOTO WCCIENOBAHUS  SIBISIETCS M3Y4YeHHE O€30MacHOCTH U
s¢dexTuBHOCTH coenuHeHust Gopmynsl (I) ans manpeHToB ¢ MCTUHHOW monuuuremued (PV).
[Ipoxoautr aHajmormyHOe KiIMHUYeCKkoe wuccienoBanne ¢ RG7388 (NCT02407080). B
UCCIIeIOBaHKUE BKIIFOUAKOT 30 MaLMEeHTOB ¢ HCTUHHOHN nonmuuuTemueii (PV), KOTopeiM Ha3HAYAIOT
coenunenue popmydsl (1) B no3e 120 mr onuH pa3 B neHb (QD) B nuu 1-7 B Teuenue 2 1-1HeBHOTO
nukia (B g 8-21, Oe3 BBeneHust coenunenust ¢popmydsl (1)) B Teuenue apyx ser. Kpurepun
BKJIFOUEHHS CJIEAYIOIINE!

JAK2V617F-no3utuBHast uctuHHas nojgunuremus (PV)

Panee He neumics, Mo MeHbIIEH Mepe, OOHUM IPYTUM areHTOM (THIPOKCUMOYEBHHOM,
uHTep(HEPOHOM, aHATPEITHIIOM )

>18 ner

IIpuemnemass (QyHKIOUS OPraHOB T€peA HCCIENOBAHMEM BO BpPEMsl CKPHUHHUHTIA,
onpenensieMas kak: oot omnmupyoun <1,5 pasa Bbitne BepxHero npenena Hopmbsl (ULN), ecom
TOJIBKO 3TO HE CBsi3aHO ¢ Oosie3Hpro [ 'mibepra wiM reMosiM3oM, acrmapTaTaMHHOTpaHchepasa
(AST) u anannnamunotpancoepasa (ALT)<2,5-kparnas BI'H, kpeatnnun ceiBopotku<1,5xBI'H

JKeHIuHBI 1€TOPOHOrO BO3pAacTa U MY>KYMHBI TOJDKHBI JaTh COTJIACHE HA MPHUMEHEHHSI

aZleKBaTHOM KOHTpauenuuu (HarpuMmep, TOPMOHAJbHBIA WM OappepHBIH CIOCOO KOHTPOJIS
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pPOXKIAEMOCTH; BO3JEP’KaHHME) OO BKIIOYEHHMS B HCCIENOBAHWE W HA BpeMs Y4YacTHs B
uccnenoBannu. Ecnu cyOBeKT JKEHCKOro moJjia 3abepeMeHeeT WK MOA03pPEBAETCs] B TOM, UYTO OH
OepeMeHeH BO BpeMsl y4acTHsl B JAHHOM HCCIIEOBAHUM, €r0 CIeAyeT HEMEAJIEHHO UCKIIFOUHUTD 3
UCCIIEIOBAHMS.

[323] Bo BpeMs uiaum B KOHLE HCCIAEAOBAHUS KaXIOTO INALMEHTAa C HCTHHHOU
nojuuutemuei (PV) olleHHMBaIOT MO CIEAYIOIINM MapameTpaM Ajisl ornpeneieHus 0e30macHOCTH
u >dpdextuBHocTH coenuHeHuss (opmynsl (I): 1) rematonormueckuii OTBET, 2) CHUKEHHE
Harpy3ku amens JAK2V617F; 3) u3sMeHeHus: rTHCTONaTOIOTHYEeCKUX aHOMAIUHA KOCTHOTO MO3Ta,
4) CHI)KEHHE MCXOIHOTO YPOBHS PETHKYJIMHA/KOJIareHoBoro (pudposa; 5) 4acToTa BEHO3HBIX U
apTepUaNbHBIX TPOMOO30B; U 5) U3MEHEHUSI CHMIITOMOB, CBs3aHHbIX ¢ MPN, o ouenke MPN-
SAF.

IMpumep 5: Coenmnenue ¢opmyisl (I) B kauecTBe MOHOTEpanuu AJisl MALEHTOB C
3CCEHLHAIbHOM TpoMOoIHTEMHEH

[324] WccnenoBaHue MPOBOIST B COOTBETCTBHH CO CITOCOOAMH, ONMUCAHHBIME B TIPUMeEpe
4, 3a UCKIFOYEHHEM BKIIFOUYEHHUS TMALMEHTOB C 3CCeHIHanbHON Tpomboruremueii (ET) BmecTo
MAIMEHTOB ¢ UCTHHHON nonunuremuei (PV).

ITpumep 6: Coenmnenue ¢opmynsl (I) B kauecTBe MOHOTEpanuu Al MALIEHTOB C
MEePBUYHBIM MUeI0GHOpO3OoM

[325] HccnenoBanue MPOBOAST B COOTBETCTBHH CO CIIOCOOAMH, ONMUCAHHBIMH B TIPUMeEpe
4, 3a UCKITIOUEHNEM BKIIFOYEHHUS TAIIMEHTOB C IIEPBUYHBIM MUENO(GHOPO30M BMECTO NMALIUEHTOB C
ucTuHHOU noymuremueii (PV).

ITpumep 7: a¢pdpexruBHOCTS cCoenunenus Gpopmyunsl (I) mpoTus paka

[326] Cnocob TectupoBanusi d¢pdexTuBHOCTH coenuHeHus ¢opmynsl (I) mpotus paka
onucas B Canon et al., Molecular Cancer Therapeutics, 2015; 649-658 u Rew, etal ., J. Med. Chem.
2012; 55; 4936-54, conep:kaHue KOTOPBIX BKJIFOYEHO ¢ TOMOIIBIO CChUTKH. Jlanee crocod omnucan
BKparue.

Knerku

[327] SJISA-1, HCT116, ACHN, NCI-H460, MOLM-13, RKO, MCF7, 22RV1, HT-29,
PC-3, NCI-H82, NCI-SNU1 u MG-63 knerku npuobperamu y ATCC, u ¢ Tex nop Obum
NOATBEP KIEHBI KOPOTKOMY TaHAeMHOMY roBTopHOMY aHanu3y (PowerPlex 18D Kit ot Promega).
NCI-H2452, SW982, C32, SK-HEP-1, A375, RT4, RPMI-2650, MDA-MB-134-VI, NCI-H2347
u A427 knerku npuodperanu y ATCC u npumensuin B Teuerne 6 mecsineB. IGR-1 u CML-T1
kaetkn npuodperanu y German Collection of Microorganisms and Cell Cultures (DSMZ) u
NPUMEHSUTH B TedeHne 6 mecsueB. A375sq2 KI€TKH TeHEpUPOBAJIH in Vivo naccupoBanueM A375
knetok y mbnmeit. HCT116 p537 kmetku momydamu y Bert Vogelstein. KS-1 u SNG-M
npuobperanu y the Japanese Collection of Research Bioresources (HSRRB) u npumensiim B
teueHue 6 mecsueB. G-401, G-361, LS174T xnerku (npuobperanu y ATCC), EOL-1 knerku
(mpuobperanu y DSMZ) u KP-4 xnerku (mpuodperanu y HSRRB) npumensinu gepes 6 mecsies
nocJje npuoOpeTeHus.

AHanuz Ha CBA3BIBAHUC, MPUMCEHAA CIHECKTPOCKOMUIO TMOBEPXHOCTHOTIO IIJIA3MOHHOIO
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pesonanca (I1I1P)

[328] Marepuanst: Biacore T100 nmpubop (GE Healthcare), CMS cencopneriii uun (BR-
1000-12), nabop nnst konaeHcaunu amuHoB (BR-1000-50), conepaxammii rugpoxiopun 1-stun-3-
(3-mumerunamunnponun)kapoboguumuga  (EDC),  N-ruppoxcucykumaumua  (NHS)  wu
stanonamuH-HCl, GST nabop nns 3axBara (BR-1002-23), HBS-N Oy¢ep (BR-1006-70) 6putn oT
GE Healthcare. Bce 6ydeps! punbrposanu uepes 0,2 MM HunonoByro memoOpany (VWR 87006-
076). HccnenoBaHne KMHETHKH HHrHOMTOpoB Ha Biacore: umn CMS Obln mpenBapUTENIbHO
obpaboran 10 MM NaOH, 10 MM HCI u 0,1% SDS, xaxnapiii pa3 B Tedenue 10 cekyHIHOH
UHBEKLUHU JBAXIbI CO ckopocThio 100 mMxn/muH B Oydpepe HBS-N. Cragun ummobummzanuu u
3axBaTa BBIMOJHIM, Kak onucaHo: 1. CmemmuBanu pasabiii 00beM 0,4 M EDC u 0,1 M NHS u
BBOJIMJIM TIO MOBEPXHOCTH YHWIMA JUIA €ro aktuBauuu B TedeHue 10 muH mpu 10 mxn/mun; 2.
Awntureno npotu GST (30 mkr/mu B 10 MM anerate Hatpust, pH 5) ummoOnnn3oBanu Ha dure
UHBEKLIMEH Ha TOBEPXHOCTh B TeueHHe |5 MHHYT co ckopocThio 8 Mki/muH; 3. UToOBI
I€aKTUBHPOBATh M30BITOYHBIC PEAKTHBHBIE TPYIIBI U CMBITh HECBS3aHHbIC aHTHTENA MPOTUB
GST, mo mosepxHocTH mpokaunBamu 1 M stanonamua-HCI pH 8,5 B Teuenuwe 10 mmH cO
ckopocThio 8 MKJ/MuH. [lony4eHHBIN ypOBEHb HMMOOWITH3AINH aHTHTEJ COCTaBJIsLT 0KoJio 18000
RU; 4. 10 mxr/man GST B Oydepe HBS-N BBOamIN B OJHY NMPOTOYHYIO KIOBETY B TeueHHE 15
MHUHYT CO CKOPOCTBIO 5 MKJ/MHH IJIsl CO3JaHHMsA KOHTPOJNbHOH moBepxHocTH 1500 RU; 5.
IToBepxHOCTH OOpasma reHepupoBanu uHbEeKIMEH 20 Mxr/Ma MDM2 B npyryro NpOTOYHYIO
KIOBETY B T€YEHHE 15 MUHYT ABAXKABI CO CKOPOCTBIO 5 MKJI/MUH JUISI AOCTIDKEHHSI YPOBHS 3aXBaTa
okoJio 2000 RU. UccnenoBaHne KHHETUYECKOTO CBSI3bIBAHUSI HHTHOUTOPOB (MOJIEKYJISIpHAst Macca
B npeaenax 450-600) nposoamnu npu 25°C npu nocrosHHOM noroke 90 mMxn/muH. bydep nns
aHanmu3a obpasua coctosit u3 25 MM Tpuc, pH 7,5, 150 MM NacCl, 0,005% (06./06.) Tween 20,
0,2 mM TCEP mmoc 2,5% (00./06.) AMCO. Uuruburops! pasdasnsuin or 1 MM HCXOTHOTO
pacteopa (B 100% JAMCO) B Oydepe nns ananuza obpasuos no 12 HM. 3aremM HHrHOUTOPBI
cepuiiHO paz0aBisiK 2 pasa, YToObI MONYyYUTh 8 ToUek. PazdaBiieHHbIe HHTHOUTOPHI BBOIUIIN Ha
KOHTPOJIbHYIO TIOBEPXHOCTh U TMOBEPXHOCTh C OOpa3sLoOM B TedeHue 1-2 MUHYT U HaOJOgau
aucconuanuio B TeueHue 3-4 muHyT. Bydep, comepskammii 2,3-3,5% DMSO, BBOmwmu st
MOJTyYeHUsT KpUBOU JiJ1s1 KoppekTupoBku Ha DMSO. Bee ceHcorpammbl 00padaThiBad, MPUMEHSISI
nporpammHoe obecnieuenune Biacore Evaluation (GE Healthcare) ¢ nBoiiHOW KOHTPOJIBHOM
npoueaypoii u kamuOpoBkoii Ha DMSO. 3nauenuss KD omnpenensiy, mnpuMeHsisi MOIEb
cBs3bIBaHUA 1:1, BKIIIOYAsA yCIOBUE OrPaHUYEHUSI MaCCONEPEHOCA.

Tect Ha SJISA-1 xnerounyro nposudeparuto (Click-iT EAU HCS tecr)

[329] Knetku SISA-1 BbIceBanM ¢ MIOTHOCTHIO 2,8% 10° KIeTOK/NyHKA B 384-TyHOUHbIE
IUTAHIIETHI [T KyJabTuBUpoBanus kiaeTok (Perkin Elmer, # 6007460) B 40 MkJ1 pOoCTOBOIi Cpenbl
(RPMI 1640 ¢ nmobasnenmem 10 MM HEPES, 1 MM nupysara Hatpus, 1X NeHUIMIUIHMHA-
crpenromunuHa, 2 MM rinyramuHa u 10% ¢erampHON Obrubelt  cbiBOpoTKH). Kietku
KyJbTUBUpPOBaIN B TeueHue 24 udacoB mpu 37°C u 5% CO,. Ha crnenyroumuii neHb KJIETKH
oOpabarbBanu uHruOUTOopa MDM2MHK B TeueHne 16 wyacoB B mpucytcTBuu 10% CHIBOPOTKH

kposu yenoseka. Ha 3-it nenp mpouenypy tecra Click-iIT EAU BbImonHSIM B COOTBETCTBUU C
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UHCTPYKLUUSIMU TIPOM3BOAMUTENS] ¢ OOBEMaMM aHallM3a, YMEHBIIEHHBIMH 10 25 MKI s
KOppekTHpoBKH A 384-nyHouHbIX popmatos (Invitrogen, # C10357). Bkparue, EAU (5-aTunmin-
2’-ne30KCuypHUIMH) 100aBIISUH K KJIETKaM 10 KOHeYHOH koHueHTparun 10 MkM n nHKyOupoBanu
B TeueHue 1 waca. Ilocnme wmedenus kietku ¢QukcupoBann 4% QopManbIeruioM Hu
nepmeabummsupoBanu 0,1% Triton-X 100. Tlocme nNpOMBIBKM KJIETKH HMHKYOMpPOBaNIU C
peakionsbM Oydepom Click-1T, u 3arem npokpamuBany sigpa. 3aTeM KJIETKH MPOMBIBAIU U
BU3yaU3upoBaiy, npuMensisi cuctemy ckpununara Opera High Content Screening System (Perkin
Elmer). ITpouenT Britouenusi EAU paccunTeiBanu u npumensuin 1uis pacueta [Cso. 3nauenust ICso
OTIPENeIIsUTH, IPUMEHSIST YEThIPEeXTapaMeTpUIECKyo Joructuaeckyo (4PL) monens Xumia.

Tect na nponudepaunto BrdU (tect na HCT116 cnietmgudHocTh)

[330] DddexruBHOCTS HHrHONTOP MDM20B Takke ONpenessuid aHAJTU30M BIIMSIHHUS Ha
nposnpepanuio KIETOK KOJUYECTBEHHBIM ONpPEACNICHUEM CTEIEeHH BKJIIOYEHUs S-Opom-2-
nesokcuypuanaa (BrdU) B oOpabOoTaHHble COEIUHEHHEM KJETKA TI0 CPaBHEHHIO C
obpaboranabiME DMSO korTponshbmvMu knetkamu. HCT116 pS3WT unu p53™ kneTku BhiceBanu
C MIOTHOCTHIO 6%10° KeTok/MyHKa B 96-TyHOUHbIE MIAHIIETHI TS KyJIbTUBUPOBAHUS KJIETOK B
100 mxn poctoBoii cpenbl (McCoy's SA, 1X PSQ u 10% ¢eranpras Tenstubsi ChIBOPOTKA (BCE
KOMITOHEHTHI OT Invitrogen)). KieTkn nepBoHa4anbHO KyJIbTUBUPOBAIN B TeUeHHE 24 4acOB MPHU
37°C u 5% CO; nepen nobasnennem coennHenusi. MTarnomropst MDM?2 cepuitHO pa3BoaniIH B
JIMCO (Sigma # D2650), 3arem cHOBa pazBoguian B aHanmutudeckoi cpene (McCoy’s SA, 1X
PSQ, 10% uenoseueckas ceiBopoTka (Bioreclamation #HMSRM)) 1o koHeUHOW KOHLIEHTPALHH
JIMCO 1%. Knetku nnkyobuposanu B npucyrcreun uaruouropa npu 37°C u 5% CO; B Teuenue
16 gacoB, u 3arem obOpabaTeiBamy pa3OaBiieHHbIM peareHToM st medeHus: BrdU (koHeuHOe
passenenue 1:100, Invitrogen # 00-0103) B Teuenue 1 uaca npu 37°C u 5% COz. ITocne meueHbs
BrdU, cpeny ynmansiiu, kietku (UKCHpOBaIM M OKpammBamu Ha BkimodeHue BrdU. Crenenb
BkmoueHnss BrdU ompenensun, mpuMeHssl TPOTOYHYIO LUTOMETPHIO WM IUIAHLIET-PHIED
Cellomics Array Scan Vti ¢ buoanmaparypotii Target Activation. I[Tpouent BrdU-nonoskureabHbIX
kJ1eTok B 00padoranHbIX JIMCO KOHTPOJIBHBIX JyHKAX MPUMEHSIIH ISl HOpMaJIU3alluy CUTHAA
U pacueTa NMpOoLEeHTa HruOMPOBAHUS ISl KaXKIOW JIyHKH, 0OpadoTtanHOM coenuHeHneM. Kpusbie
703a-0TBET CTPOWIIH, MPUMeEHsisi mporpammuoe obecriedenne XLFit ans pacdera 3Hayenuii IC50
IUISL KQXKIIOTO TECTUPYEMOTr0 HHTHOUTOpA.

HCT116 p21 TagMan® Tect (tect Ha cnenndmaHocts HCT116)

[331] JlaHHBIH TeCT MPUBOAUIU TOYHO TakK, Kak onucaHo Boiwe 1t SJISA-1 p21 tecra, co
CIeNYIOMUMH HCKITFOYeHHAMH: pocToBas cpena ans HCT116 pS3WT wmm p53™ cocrosima us
McCoy’s SA, 1X PSQ, u 10% ¢eranbHol ObIubel CBIBOPOTKH (BCE KOMIIOHEHTHI OT Invitrogen).

buoxumunueckuii (HTRF) tect

[332] Marepuansr: yenoseueckunit MDM2 (GST-tpomOur-hMDM2 (1-188)) nomydanu
camocTosiTenbHO. JkcnpeccupoBaid B E. coli u ounmmanu Ha kononke Glutathione Sepharose 4B,
Q-HP u Superdex 200. Yenoseueckuii pS3 (Avi-TrxA-6His-Thrombin-S-tag-EK-p53 (1-83))
skcnpeccupoBain B E. coli u mpomyckanu yepes kojonku Ni-NTA, runpokcuanatut, Superdex

75 nnst noctmkenus 9ucTothl Oonee 80%. CriBOpoTKy denoBeka mojiydanu y Bioreclamation
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(HMSRM, nedunvrpoBanHasi). MoHOKIOHAIbHBIE aHTUTENA IPOTHB GST, MeueHHBbIe KPUITATOM
esporst (Eu-antu-GST, 61GSTLB) u SA-Xlent (611SAXLB) nonyuanu y Cisbio. DTT, BSA,
KH;PO4, Na;HPO4, DMSO, NaCl u KF Opun ot Sigma. beccsiBopoTouHbIl peakiioHHbIH Oydep
coctosin u3z 1,06 MM KH2POs, 2,96 MM NapHPOs, 0,155 M NaCl, 0,1% BSA u 1 MM DTT. B
tecte HTRF B ChIBOpOTKE mpuMeHsIN peakMoHHBINH Oydep ¢ nodasneHueM 15% cbiBOpoTKH
kpoBu uenoBeka. [Inanmer ans tecra Ha HTRF npencrasnsn coboii miaanmerst White 384 Opti
ot Perkin Elmer (6007299). Envison (Perkin Elmer) nactpauBamu Ha B0O30ykaeHue 320 HM.
OMuccuo u3Mmepsi npu 665 u 615 HM, u coortHomenne Em665/Em615 mnpencrasinsiio
B3aumopeiicteue MDM2-p53. M3mepsiiu QuiyopecleHIHI0 ¢ BpEMEHHBIM paspereHneM mno S0
BCIIBIIIKAM Uil OOOHMX JETEKTOPOB C 3aep:KKoil 60 MKC mociie Kakaoro Bo3OyxkaeHusi. Bpems
yrenus: 300 mxc. Vprep O0bu1 mponykToM Velocityl1l. JlozaTop s mukporuianmeTo Wellmate
obw1 ot Thermo Scientific.

Serial Killer monyuanu codcreennbiMu crnamu. CriocoObI (onpenenenue 3¢ ¢GeKTHBHOCTH
uHruouropa B aHanmuze HTRF): 20 mxn 1,5 MM unruburopa cepuiiHo pasbasimsu 10 20 MK
JIMCO nns 22 Touek ¢ momourpto Serial Killer. 1 Mk manHOro pa3tasneHHOro MHruOMTOpa
NEPEHOCHIIA B PEAKIIMOHHBIN TUIaHIIeT ¢ 9 MK peakuuoHHoro Oydepa Vprep. B peakimoHHbIi
riaxmeT BHocuin 10 Mk 1 EM MDM?2 u uHKyOHpOBaiu ¢ UHTHOUTOPOM B TeueHHe 20 MUHYT
nepen nobasnenueM 20 Mk 1,25 HM pS53. Uepes 60 munyT cmech aist aerektupoBarus (10 Mk,
1 eM SA-Xlent, 3 eM Eu-antu-GST u 0,5 M KF) nobasiisiiu kK peaKIIMOHHOW CMECH, U IIaHIIET
cunteiBay Ha Envision nocne 18 yacoB nakydanmu. OOmuii peakiuoHHbIiH 00beM cocTaBisut S50
M. MDM2, p53 u cMech Ajsi NETEKTUPOBAHUSI NMEPEHOCHIN B AHAJIUTHUYECKUE IJIAHILETHI
Wellmate. IC50 ompenensimun u3 nosropoB nanubix. s anamuza HTRF B 15% ceiBopoTke:
HIOCJIEIOBATENIbHOCTD 100aBIeH st Oblila TAKOMH ke, Kak 1 B OECCHIBOPOTOYHOM aHanu3e. 10 MK
12,5 sM MDM2, pa3BeneHHOro B peakLHOHHOM Oydepe, comepxkameM 30% CBIBOPOTKY
yesoBeka, nodassim k 10 Mk cmecu Oydepa u coeauHerus i nonydeHus: 15% CpIBOPOTKH.
20 HM p53 passonuiu B Oydepe 15% criBOpoTKOI KpoBHU uenoBeka. bydep ans oOHapyxkeHus
obL1 B 15% cbiBopotke ¢ 10 HM SA-Xlent, 3 HM Eu-antu-GST u 0,5 M KF.

HNmMmyHOOI0T-aHATH3

[333] Onyxonessie knetku odpadarsBanmu JJMCO (0,1%) nnu coenunennem gopmysr (1)
(0,1, 1w 10 mmoub/i). Uepes 24 yaca coOupaiu OeTKOBbIE JTIU3aThl, OIBEPTaJIH 3JIeKTpodopesy
U TIEPEHOCWIN Ha nojuBHHUIMAeHIupTopunHeie MemOpansl (Life Technologies). Ilepsuunbie
aarurena: pS3 (DO-1; Calbiochem), MDM2 (BD Pharmingen), p21 (R&D Systems), PUMA
(Abcam) nnu B-aktuH-HRP (Sigma).

Tect Ha xu3HECTIOCOOHOCTH KJIeTOK (72 yaca)

[334] Knerounble nuHUM BbiceBadu B 96- uau 384-nmyHOuUHBIE IJIAHINETHI IPU
ONTUMAJIbHOW HAYaJIbHOW IJIOTHOCTH IOCEBA, YTOOBI TAPAHTUPOBATh, YTO KJIETKH HE JOCTHUTHYT
cnusHUS K KoHOy aHanu3a. Knetku oOpabateiBamm DMSO KOHTpOJEM WM COCOUHEHHEM
¢dopmyuibl (1) mpu pa3TMIHBIX KOHLEHTPALMSX B TeUeHue 72 4acoB. s onpeneneHus KOJIMuecTBa
JKU3HECTIOCOOHBIX ~ KJIETOK  NPHUMEHSUIM  Ha0Opbel U1 JIOMHUHECLIEHTHOTO  aHaJu3a

xm3HecriocobHoctn  knetok  CellTiter-Glo (Promega) umnu  ATPlite 1step Luminescent
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(PerkinElmer). Jlromunecneniuio wu3Mmepsiin, npumenssi EnVision Multilabel Reader
(PerkinElmer) nns kakmod KieTodyHOH nuHMM B HysneBoii mMomeHT BpemeHu (VO) mepen
nobaBieHHEM COEIMHEHHH, a TaKoKe rociie 72 yacos 00paboTku coennHeHnsAMU. MHrubnposanue
pocra (GI) paccuursiBamm mo 200-0ajuibHON IMIKajge B COOTBETCTBUU CO CJEAYIOLIUMU
ypaBHeHussmH, Trae V72 - momuHecueHuus JIMCO xonTponss uepe3 72 waca, u T72-
JIOMHUHECHeHIMs: oOpaboTaHHOro coenuHeHneM obpasua: ecnu 1T72>V0, to GI=100x(1-((T72-
V0)/(V72-V0)));, ecimu T72<V0, to GI=100x(1-((T72-V0)/V0)). 3nauenus GI 0, 100 u 200
MPEICTABIISIA He WHIMOMPOBAaHHBIN poOCT KieTok (T.e. koHTposnb JAMCO), 3acToii KJIETOK U
MIOJIHOE YHUYTOXXEHHE KJIETOK, COOTBETCTBeHHO. KpuBble "mo3a-oTBer" CTpOMIIH, MPUMEHSS
nporpammuoe obecrieuenne XLFit (IDBS) mns pacuera 3Hauenwit IC50 nnst coemuHeHws
dopmyuisl (I) B KaKI0# TECTUPYEMOU TUHUH KJIETOK.

HccnenoBanus Ha JKUBOTHBIX

[335] Bce skcnepuMeHTaNbHBIE CIIOCOOBI HAa SKMBOTHBIX MPOBOIUIN B COOTBETCTBUH CO
CTaHAapTaMH ACCOLMALMHM MO OIEHKE M aKKpeauTanuu JabopaTOpHBIX JKUBOTHBIX. Bo Bcex
UCCIIEIOBAHHUAX MPUMEHSITN CAMOK OECTHMYCHBIX I'OJIBIX MbIIIEl B Bo3pacte oT 4 10 6 Hexenb
(Harlan Laboratories, Hsd: Athymic Nude-Foxnlnu). Mpblmeli comepkanu Mo mATh B KaKAOH
KJIEeTKe C (PUIBTPOM B CTEPUIIPHOM MOMEINEHHWH C KOHTPOJHPYeMOH cpemod (temmepartypa
23+2°C, ortHOocuTenbHast BIaKHOCTh 50+20%) ¢ 12-4acoBBIM IIMKJIOM CBET/TEMHOTA. MpbIiei
KOPMMIJIM KOMMepUYeCKIM KopMoM 1uist rpbi3yHOB (Harlan Laboratories, # 2920X) u obecnieunBanu
OUWIIeHHYI0 Ha QuibTpe BomompoBoaHyro Boxy ad libitum. Menmueil WHAMBUIYATBHO
uneHTHguuUpoBa ¢ mnomompblo MukpounnoB (Bio Medic Data Systems), kortopsbie
UMITJIAHTUPOBAJIN MOAKOKHO, IO MEHBILIEH Mepe, 3a 2 IHs 10 UCCIIEIOBaHMU.

dapmMakoIMHAMUYECKHUE aHATIN3bI

[336] Omyxonesbie kmetku (SJSA-1: 5x10° kmerox, HCT 116: 2x10° xierok)
WUHBEIMPOBAIN MOAKOXKHO B OOK CaMOK OECTHMYCHBIX T'OJIBIX MBbILIEH B COOTHOIIEHHHU KIJIETOK K
matpurento 2:1 (BD Bioscience). Coenunenune popmyibl (I) BBOIUIN Yepe3 sKeayqOUHbINA 30H]I,
KOrJa CpelHMil pasMep OMyXomu jgocTuran mpumepHo 300-450 mm® (n=4/rpynmna). Omyxomu
cobupanu uepes 1, 2, 4, 8 u 24 yaca nocie BBeneHus: 1036l (SJISA-1) nam yepe3 6 4acoB mociue
BBeeHus 1036l (HCT116) u MrHOBEHHO 3aMOpakKUBaTH B *KUIKOM azore. Oomyro PHK ounmany,
npumensist Habop Qiagen RNeasy 96 (Qiagen). YpoBHu p21 u reHa AOMAIIHEro XO3sHCTBA
GAPDH omnpenemsuiu u3 obmeit PHK mist kaxkgoro obpasia B TeXHHMYECKUX IyOJMKaTax ¢
nomomsto KPB-TILP. Peakumu kPB-ITLP ananusupoanu va npudope Applied Biosystems Prism
7900HT, u naHHble aHAIM3WPOBAIM C MOMOIIBK TporpaMmHoro obecnedenust Applied
Biosystems SDS2.2. IIporpamma SDS2.2 paccuurtsiBajia konmudectBo konuit p21 u GAPDH B
KaX10M 13 00pa3nos onyxoin. Yucio konuit p21 HopmanuzoBanu K konudectsy konnii GAPDH,
U IS KQKI0ro o0pasiia pacCYUTHIBAIM KPAaTHOE YBEJIMUEHHE HOPMAJIM30BAHHBIX YpOBHEH p21l
OTHOCHUTEJIbHO KOHTpousisi co cpenoi. [ust onpenenennst MUK-1 nmnasmy cobupanu BO Bpems
ymepusienus, 1 MUK-1 onpenensuin, npumensist ummyHoanaian3 R&D Quantikine Human MIC-
1 (xatanoxueii HOMep DGD150) B cOOTBETCTBUHM ¢ MHCTPYKLUSMHU NPOU3BOAMUTENS. AHAIN3

ELISA ocywecTsisiny, NpuMeHss puiep Ajs MUKPOIUIAHIIETOB Spectramax MS, npumenss
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Softmax pro v4 (Molecular Devices).

HccnenoBaHust Ha KCEHOTPAHCIUIAHTATAX

[337] Knetku SJSA-1 (5x10° knetok ¢ Marpurenem B cooTHomenuu 2: 1), kiaerku NCI-
H460 (5%10° kneTok ¢ MmaTpurenem B cooTHomenuu 2:1), A375sq2 (5% 10° kneTok ¢ MaTpuresem
B COOTHOIEHUHU cooTHoteHue 2: 1) umu HCT116 (2x10° k1eTok) BBOXUIM MOAKOKHO B GOK CAMOK
OecTuMyCHBIX TonbIX Mblel (n=10/rpynna). O0paboTKy HaYMHAIN, KOTAA OMyXO0JIb Pa3BHJIACh U
6biia npubusutensHo 200 mm®. Coemunenue Gopmynbl (I) BBOMMIM ONMH pa3 B JieHb Yepes
JKENYIOYHBIH 30HA. Pa3Mepbl ONMyXoiu OLEHHBAIN ABAKIbI, €KEHEAETbHO, 3JIEKTPOHHBIM
U pOBBIM IITaHreHIUPKYJIeM Pro-Max (Sylvac) u paccuursiBanu 00beM ONMyxoJiu 1o GopmyJie:
JUTMHA X IIMPUHA X BBICOTA M BHIPAXKAJH B MM’. J[aHHbBIE BLIPAXKaau KaK CpelHeetCTaHnapTHas
omuOka cpegHero. Maccy Tella pPErUCTPUPOBAIN JABAKABI €KEHEHNENbHO Ui OLEHKH
NEepeHOCUMOCTH (naHHble He mokaszaHbl). AHamu3 MPHK p21 B KOHIE uHCClenoBaHHW C
KCEHOTPAHCIUIAHTATAMH BBITIOJHSUIN, KaK ONHCAHO 115 (hapMaKOANHAMHUYECKOro aHamm3a p21.

Herexnust BrdUrd u paciiernieHHO# kacnas3bi-3 B KCEHOTPAHCIUIAHTATAX

[338] Omyxonu cobupanu depe3 6 4acoB Mocje mocienHeii oopaboTku, GUKCHPOBAIU
dbopmanmHOM 1 obpabarbiBanu mapaduHOM. 3a ABa Yaca 40 cOOpa MbIIaM BHYTPUOPIOIIMHHO
o BrdUrd (50 mr/kr). Cpessl onyxoian mMMyHOOKpamuBaimu guoo Ha BrdUrd, nmubo Ha
paCIICIUIEHHYIO ~ Karcasy-3, TPUMEHssI KOMMEpPUECKHe aHTHUTENa, M KOHTPACTUPOBAIH
remMaTokcIMHOM. Cpespl ckaHupoBanu npu x20 Hu(ppoBbIM CKaHEPOM Aperio ¥ Ompeaessum
MOJIOXKUTENIBHYIO SIAEPHYIO IUIOTHOCTb, IPUMEHSSI MPOTrpaMMHOE OOecreueHue sl aHaJn3a
n3o0pakeHnii Visiomorph.

CraTucTuueckuii aHaIu3

[339] [Ans uccnenosanuii apdexruBHocTu coenunenus dpopmyinsl (1) in vivo, nist oneHku
CTATHCTUYECKOH 3HAYMMOCTH HaOmonmaembx pasnuuuii npumensiii ANOVA ¢ moBTOpHBIMH
usmepenusimui (RMANOVA) ¢ mnocrneayromuM — anocTepuopHbiM  TectoM  [laHHeta st
MHOKECTBEHHBIX CPABHEHUI.

PesynpTarsi

[340] AnammsupoBayiu Oojiee MUPOKYIO MaHENb JHHUH OMyXOJEBBIX KJIETOK, BKIJIFOYAst
auHAN pS3 mukoro Tuna (n=23) u MyTaHTHbIE (N=7), MPEICTABJISIOLINE PSII TUIIOB OMyXOJIeH U
reHeTH4YecKuil (OH, W ompenesuii BiusiHue o0padorku coemuuHeHuem ¢opmyinnl (I) Ha pocT
KJIETOK B T€UE€HHE 72-4acoBOro nepuona. B 23 OLieHEHHBIX KJIETOYHBIX JIMHUSAX PS3 AUKOTO TUIA
obpaboTtka coennnenneM popmyiibl (I) mogasisiia poct kietok co 3HadeHusiMu [C50 B nuanazoHe
ot 0,1 no 1 mmons/n (purypa 2).

[341] IIpoTHBOOMYXOJEBYIO AKTUBHOCTh coenuHeHuss (opmyisl (I) oueHuBamm Ha
MOJIEJISIX KCEHOTPAHCILIAHTATOB, MPEICTABIISIOLINX PA3IUUHbIA T€HETHYECKUH (POH U pa3IMuHbIe
TUNBl  omyxosieli. Bce JMHMM  OMyXOJNEBBIX  KJIETOK, MNPUMEHsIEMble B  MOJEISIX
KCEHOTPAHCIUIAHTATOB, coaep:kainu pS3 mukoro Tuma. ExxemHeBHOE mepopanbHOE BBEICHUE
coenuHenus popmysl (1) mpUBOANIIO K 3HAUYNUTENTPHOMY MHrHONMpoBaHHO pocta onyxonu (TGI)
Ha Bcex Mogessix (purypsi 3-5).

[342] SJSA-1, monmenb ocreocapkomsl ¢ amrunpukanueit MDM2, okasanace HanOosee
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qyBCTBUTENBHOHN K 00paboTke coenuaenueM dpopmysl (1) c EDS0 9,1 mr/kr (purypa 3). B rpymnme
¢ caMoii BbICOKOH 10301 75 mr/kr 10 u3 10 omyxoseil moJHOCTBIO perpeccupoBaiy U He ObuH
oOHapy>keHsl nocne 10 nuelt nedenus. O6paborky coenuHenueM ¢opmyisl (I) mpekpamanu B
JOaHHOM rpymme uepe3 25 nHel, u 3a MpimamMu Habmonamm eme S0 qHeil. Hu y onHO#M u3 Mblmei
He Obulo OOHapyskeHO TMOBTOPHOrO pocra omnyxonu SJSA-1. JlonojgHWTENbHbIE MOZIENTH
KCEHOTPAHCIUIAHTATOB IIPOAEMOHCTPUPOBAIN IUATIA30H IPOTUBOOIYX0JIEBOI aKTUBHOCTH i1 VIVO
coenunenusi popmybl (I) wmu popmyssl (I1). B monenu konopekransHoro paka HCT116 (MmytanT
KRAS) camas Bbicokas no3a coenunrenus (I) npusoguna k 86% TGI no cpaBHeHMIO C KOHTpOJIEM,
u ED50 cocraBnsina 31 mr/kr (purypa 4). Obpabotka coenunennem ¢opmyisl (I) B mogenu
menaHoMbI ¢ MyTaHTHBIM BRAF A375sq2 npuBonuna B pesynbrare k 97% TGI ¢ ED50 18 mr/kr
(¢urypa 5).

[343] Onyxonu cobupay B KOHIIE KaKIOTO UCCIIEIOBAHNS KCEHOTPAHCIUIAHTATOB, YTOOBI
onpenenuTh BIUSHHE 00paboTku coenmHeHneMm ¢opmyisl (I) Ha akTuBHOCTE myTH pPS3.
Obpabotka coenurenreM hopmydsl (1) mpuBOAMIA K 3aBUCUMOM OT O3Bl U BPEMEHU UHIYKIIHH
MPHK p21 no cpaBHeHH0 ¢ 00paboTaHHBIMU Cpenoi onyxomsaMu (purypa 6). YpoBeHb HHOYKLIHA
p21 B xaxmol Momenu omyxonu cBszaH co creneHbto TG, roe yposHu p21 Obum cambIMu
BBICOKUMH B ONYXOJIAX, POCT KOTOPbIX Obl1 HamOojee momasyieH. OnHAKO MaKCHMAaJbHBINA
YPOBEHb UHAYKLMU P21 BapbUPOBAICA B 3aBUCUMOCTU OT MOJIEJIN OMyXOJIH.

IIpumep 8: KIMHUYECKUE UCCIEAOBAHUS

[344] JByxsTanHoe, paHAOMHU3UPOBAHHOE, OTKPBITOE, MHOTOLIECHTPOBOE HCCJIEIOBAaHUE
daser  2a/2b  s¢pdexTuBHOCTH, Oe3omacHOCTH, (ApPMAKOKMHETHKH U (hapMaKOAMHAMUKU
coequHeHust ¢opmyiibl (I) MO CpaBHEHHIO C PYKCOIMUTHHUOOM Y TAILMEHTOB C 3aBUCHMOW OT
¢b1e60TOMIUN UCTUHHON MOJUIUTEMUEH.

[345] Uctunnyro nonunuremuro (PV) xnaccuduuupyroT kak MuenonposudepaTuBHOe
HoBoOOpazoBanue (MPN). JlonrocpoyHass BBDKHBA€MOCTb OCTABIISIET KENATh JIYYILETO,
BBDKMBAaeMOCTh cocTaBisieT 18% uepes 20 neT. CyLiecTByIOT OrpaHUYeHHbIE TePANeBTUYECKHIE

BO3MOYKHOCTH TSt MaLKUEHTOB c PV 0COOEHHO TUTSt TeX, y KOro

)
HENEePEeHOCHUMOCTD/PE3UCTEHTHOCTh K TunapokcumodeBrHe (HU), u 3TUX MalueHTOB 4acTo JieyaT
HU, HecMoTpsi Ha HenpuemiieMble MOOOYHbBIE 3G EKThI U HEYTOBIETBOPUTENbHBIN OTBET. HacToTa
OTBeTa Ha PyKCOTUTHHHO cocTaBiisieT 21%, 4To CBUIETEIBCTBYET O BLICOKOH HEYIOBJIETBOPEHHOH
notpebHOCcTH B 3(deKkTuBHbIX crocobax JiedeHHss 3TOH MOATPYIIbI MalMEeHTOB C PV,
Coenunenne popmysl (I) umu popmyinsr (I1) npencrasisier coboli mepopanbHO OHOIOCTYITHBIH,
HU3KOMOJIEKYJIAPHBIN, UTOTOKCUYECKUI XUMUOTEPANIEBTUYECKUI areHT, KOTOPBIA CBI3bIBAETCS
C MBIIUHBIM JABOWHBIM MuKpobenkom 2 (MDM2) wu wuHrubupyer Oenok-OemkoBoe
B3anmozeiicteie MDM?2/onyxonessiii Oenok 53 (p53). Bbuto mokaszaHO, YTO COEOUHEHHE
dopmyinbl (I) mHrHOMpPYET POCT OMyxoJjieBbIX KjeTok pS53 mukoro tuma (pS3WT) in vitro u
OIyXOJIEBBIX KCEHOTPAHCIUIAHTATOB 1N Vivo. pS3 mpencrasisier coOO0i OMyXOJeBbIil CYIpeccop
(dakTop TPAHCKPUIIHMK, KOTOPBI pearupyer Ha KIETOYHBIH CTPeCC IMyTeM AaKTHBALMH
TPAHCKPUITLIMA MHOTOYHCJICHHBIX T'€HOB, YYaCTBYIOIIMX B OCTAHOBKE KJIETOUHOTO LIMKIIA,

amonTo3e, CTapeHu: U pernapauuu ae3okcupudonykinennoBoi kuciotel (JIHK). JoknmuHudecku
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KJIFOUEBOI IETEPMUHAHT YyBCTBUTEIBHOCTH K MHrHOMpoBaHmo MDM?2 npencrasisier coboi pS3
MYTaIHMOHHBIN CTATYC KJIETOK, mpudeM KieTku pS3W T qyBCTBUTENbHBI K JTaHHBIM HHTHOUTOPAM.
MDM2 mnpenctapnsier coO0il HETaTHBHBIN PerynsaTop pS3 M CBEPXIKCIPECCHPYETCS B KIIETKaX
muesionponudepaTuBHOro HoBooOpaszosanust CD34”, necymux pS3WT. MDM2 paspyuiaer u
MHAKTUBHUPYET pS3, MO3BOJsAsA MPONU(EepUpPOBaTh KIOHAIBHBIM I'€MONO3TUYECKHM CTBOJIOBBIM
KJIETKaM.

Jn3aitH nccienoBaHus

[346] HccnemoBaHue COCTOSIO W3 JBYX dYacrteil. B wactu A, HauajapHOU (ase
NOATBEPKAEHHUs] KOHLEMIMM, TPU TPynmbl OOpabOTKM OLEeHWBaIM Ha 3(PPEKTUBHOCTh U
Oe3onacHocTh Ha cyObekrax ¢ PV. Ecnm oOmmii ypoBeHb OTBETa B 4aCTH A COCTaBJILI, IO
MmeHbIne mepe, 40% y cyOBEeKTOB CO CIUIEHOMerajhel, HaYMHaJIM 9acTh B, B COOTBETCTBHUH C
KOTOpOH cyOBeKkThl PV cO cruieHOMeranmen ciy4ailHbIM 00pa3oM MPHIUCHIBATH K 0OpaboTke
au00 peKOMEHIOBAHHOMN N1030i u rpadukoM u3 dactu A, TuO0 PyKCOJIUTHHUOOM, BBOIAMMOM B
COOTBETCTBUH C HHCTPYKLUSMHU HA 3TUKETKE.

[347] Bce cyObekThl wacTu A 1 yacTH B mponomkany jgedeHne coenuHeHneM (Gpopmyibl
() mo mporpeccupoBaHusi 3a00JieBaHUST WM OTCYTCTBHUSI mepeHocuMmocTu. IIporpeccupoBanue
3a00NIeBaHMS OTNPEAEISIETCS KaK:

* TOKa3zaHus Ha TnpoBeaeHue ¢uiedoromun (mocie 8 HeAenu). MONTBEPIKISHHBIN
rematokput (HCT)> 45%, 4dro, mo MeHbIel Mepe, Ha 3 MPOLEHTHBIX myHKTa Bhiie, yem HCT,
MOJIyYeHHBIM Ha UCXOAHOM ypoBHe, uiau noareepxaeHHbln HCT>48%, ¢ moarBep:kaeHuew,
NPOBOAUMBIM OT 2 110 14 aHElN mocie nepBOHaYaIbHOTO HAOIIOACHUS.

* [Iporpeccust cene3eHKH: 0ObEMHAs OLIEHKA, YTO €CTh yBeNU4deHne >25% no CpaBHEHHIO
¢ 00BEMOM, ONpeNesIeHHbIM BO BpeMs HAWIYYIIEero JOKYMEHTHPOBAHHOTO MOKa3aHHs o0bema
CEJIe3eHKU C MOMOLIBIO LIEHTPATM30BAHHON POBEPKH N300paKEHUH.

» @ubpos/TpaHcopmanusi KOCTHOTO MO3ra: ycuieHue (udpo3a KOCTHOrO Mo3ra Io
CPAaBHEHHMIO C HCXOOHBIM YypOBHeM wW/wiu TpaHchopMmauus B wmueaopudpos (MF),
MUEOAUCIUIaCTHYECKUH cuHaApoM (MDS) miu ocTpyro JIeHKeMUIO.

[348] Yacth A: moATBEpKACHUE KOHLELMH/OMpPEaeeHre 103l COSAMHEHUST (POPMYIIbI
(). Byactu A ouennBamm 6€30macHOCTD U 3PPEKTUBHOCTD ABYX PA3HBIX 703 M IBYX Pa3HBIX CXEM
coequHenus popmysl (I) B Tpex rpynmax jiedenus y cyobektoB ¢ PV. B wactu A oneHuBanu B
o0mel CIOKHOCTH 75 paHIOMH3HPOBAHHBIX CyOBEKTOB. CyOBEKTHI CIy4ailHbIM 0Opazom
pacrpenesiyii B OHY U3 TPEX Py JCUSHHUS:

* rpymma 1, N=15 co cmienomeranueii, miroc N=10 0e3 cruteHomeranuu: 120 Mr oquH pas
B JICHb B TeueHue 1-7 nHel, Oe3 neyenus B Teuerne 8-21 nHel (21-1HEBHBIN LIHKIT)

* rpymnma 2, N=15 co cmieromeranueii, miroc N=10 0e3 cruteHomeranuu: 240 Mr ouH pas
B JICHb B TeueHue 1-7 nHel, Oe3 neyenus B Teuerne 8-21 nHel (21-1HEBHBIN 1IHKIT)

* rpymma 3, N=15 co cmieromeranueii, miroc N=10 0e3 cruteHomeranuu: 120 mr oquH pas
B JIeHb B TeueHue 1-7 nHel, Oe3 nedeHus B TeueHne 8-28nueti (28-1HEBHBIN 1K)

[349] Yacts B: coennnenue popmysl (I) B pekOMEHIOBaHHOMN 103€ U COTJIACHO TpaduKy

U3 4aCTU A MO CPaBHEHHUIO C PYKCONUTHHUOOM y cyObekToB ¢ PV: B wactu B ouenusamm 220
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PaHIOMHU3UPOBAHHBIX CyOBEKTOB cO cruieHoMmeranne. CyObekToB B yactTu B ciydaitHbIM

o0pa3oM NpUMUCHIBAIN K 00pabOTKe PEeKOMEHIOBAHHOW 1030# coeamueHust ¢opmyisl (I) u

rpaduky, ompeneneHHbiIMA DMC u3 A, uiM pyKCOJIUTHHUOOM COTJIACHO WHCTPYKIMMU Ha

OTHUKCTKE:!

« rpymma 1, N=110: cyOBekToB cO cruieHOMeranaueii oOpabaThIBa COEIUHEHUEM

dopmybl (I) mpu peKOMEHIOBaHHOH 103€ U COTNIACHO rpaduKy U3 YacTu A

. mna 2, N=110: cyOBeKTOB cO cIuieHOMerajaueil o0pabaTeiBAIM PYKCOJIUTUHUOOM
b

COTJIACHO MHCTPYKLHU HA STUKETKE.

[TnanupoBamu npubIU3UTENBEHO 295 paHAOMH3UPOBAHHBIX CYOBEKTOB: 4acTh A: N=75

yactb B: N=220 (110 cyopexToB nony4anu coequaenne popmyasl (1), 1 110 cyObekToB momyyanu

PYKCOMUTHHHUO )

Ilenu uccnenoBaHus:

[lepBuunbIe Heu yacTu A

KoHeuHble KpuTepuH OLIEHKH/pe3yJbTaT

H3MepeHust

st

coeauHeHusi popmyani (I) y cy0ObexkToB co

ornpeaeJIeHUus 3¢ ¢peKTHBHOCTH

cruieHoMerasnen PV, koropeie 3aBucar ot

(pnedoTomun. IlepBuuHbBIi aHaIu3

3¢ PeKTHBHOCTH AJIST YACTH A OCHOBAH Ha

"

MOAH(PHLIHPOBAHHOM aHaJHu3e no

HAMEYEHHOMY JIeYeHHI0'' TOJIbKO s
cyObeKTOB 4acTH A €O CIJIeHOMerajuei,

KoTopsle siBJsiroTest pS3WT.

HoJi1 YYACTHHKOB €O CIJICHOMeraJjiueu,
AOCTHTIIMX OTBETA Ha 32 Heaese, NPpHYEM
OTBeT omnpeaeasieTcss KaK [JOCTHKeHHe
ofoux M3 cjaeIyIIHX MOKa3aTeJeH:
OrcyrcTBHe moka3aHuii Ha (uedoTrommuio,
HAYHHASL C¢ BH3UTA Ha 8-10 Hegeaw H
NpoaoJIKAasi 10 32-H HeAeJH, ¢ He 0oJiee Yem
OJHMM TMOKA3aHHEM Ha MNpOBeAeHHe
({pnedoToMun mocjie paHAOMHU3ALMH H 10
nocemeHuss 8- Hegequ. * YMeHbIIEHHE
o0bema cejneseHku no ouenke MPT (mnm

KT) >35% ot ucxogHoro ypoBHsi Ha 32

HepaeJie.

Hdnast  omnpeneneHusi A03bl  coeauHeHusi | Boidop 10361 coenunenus: popmyasi (I) ans
¢popmyasr (I) y cyowbexkroB ¢ PV co | cyobekTOoB ¢ PV co cnieHomeranmeii, y
CILIeHOMeraJuei, KOTOPYIO OyAyT | KoTOpBIX 001Kl ypoBeHb oTBeTa >40% B
OLICHUBATDH no CPABHEHHIO ¢ | yacTu A

pyKcoIuTHHHOOM B yacTu B

IlepBuunbie neau yactu B Koneunsie kputepuu oueHku Pesyabrar

H3MepeHust

NPOAEMOHCTPHPOBATH npesocxoacTso | lois y4YaCTHMKOB €O CIJIEHOMeraJimeii,
COeAHMHEHUA ¢opmyabt @ HaJ | AOCTUTIIMX OTBeTAa HA 32 Heaeje, MpUYEM
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pykcoautuHuOom y cyobekTtoB ¢ PV co
CIIEHOMeraJiueil, KOTopble YCTOHYHBbI/He

MNEPEHOCAT THAPOKCHMOYCBHHY.

OTBET OmpexejsieTcsi KakK JT0CTHXKEHHe
000MX H3 CJAeIyIOIHUX MoKa3aTeseii: ¢

OrcyTcTBHME mNOKa3aHUH Ha MpoBeJAeHHe

(¢pnreboToMuu, HauMHAS ¢ BU3HUTA Ha 8-10
HeAed10 U mpoJoJKasi 10 32-i HeaesH, ¢ He
O0ojiee  4em NMOKA3aHHEM

OJHHUM Ha

NnpoBeeHUe (pedoTomun nocje
paHaoOMHM3alUMM U A0 mnocemeHuss 8-i
HeleJH.

* VMeHblieHHe 00beMa ceJle3eHKH 110
ouenke MPT (unu KT)>35% ot ucxoanoro

YpoBHs Ha 32 HepeJie.

Kpurepun nckmodenus:

1. B3pocunbie > 18 nert.

2. JIOKyMeHTBI, OATBEPKAAOIINE COOTBETCTBHE MALIMEHTA IIEPECMOTPEHHBIM KPUTEPHSIM
Bcemupnoit opraamzanuu 3apasooxpanenus (BO3) 2016 r. nns nuarnosa [1B.

3. CyObekTbl TOMKHBI OBITh 3aBUCUMBI OT (hneboromun. OnpeneneHne 3aBUCHIMOCTU OT
¢neboromun: sremaTokpur cocraBisier 40-45% npu aByX (paeOOTOMHSIX WM Pa3sHECEHBI, IO
MEHbIIEH Mepe, Ha 4 HelleNu B npenenax 24 Heaenab 10 CKPUHUHTA WU * Y POBEHb NeMaTOKPUTA
BbIlIe 45% npu, O MeHbLIeH Mepe, onHOoH (aedoTomun B penenax 16 Henenb 10 CKPUHUHTA.

4. B yactu A momyckaroTcs CyOBeKThl CO CILUIEHOMeranuei (ompenemsiercsi kak o0bem
ceneseHkd >450 KyOUYeCKHX CAaHTHMETPOB CM°) U 0e3 CIjleHoMeraauu mo naHHeiM MPT (umm
KT). B uactu B nomyckaroTcst TOJbKO MalueHTsl co crutieHoMeranuei mo MPT wmm KT.

5. Ipensinyiee neuenne ruapokcumoueBuHoi (HU) (vactu A u B) wnu untepdepornom
(Tonbko yacth A). Ecnu panee neunncst HU, cyObexT H0KeH ObITh yCTOMYUBBIM K/ HETIEPEHOCHTh
HU B cOOTBETCTBHHU CO CIEAYIOIIMMH KPUTEPHIMU:

Yceroituusocts k HU onpenenstor kak:

no3a >2 r/1eHb WM MaKCUMaJIbHAS TIEPEHOCUMast 103a <2 I/AeHb B TEUEHHE MUHIMYM 12
HeJesb, YTO MPUBOIUT K HEOOXOMUMOCTH (P1edOTOMUU ISl TIOANEpKaHus reMaTtokpurta <45%
WM KONH4ecTBa TpoMbonutos™> 400x 10°/1 u konmuuecTsa neiikonuros (WBC)> 10x10°/71.

Henepenocumocts HU onpenenstor kax:

ANC <1,0x10°/1 unu xonuyectBo TpomboiuToB <100x10%/n unu remornobun <100 r/n
(t.e. 10 r/gn) mpu muaNMansHOM no3e HU, HeoOxonuMoit st OCTHKEHHs OTBeTa (TeMaTOKPUT
<45% Ge3 QneboToMun W/uIH BCe 3 M3 KOJMYeCTBa TpoMOormToB<400 x10°/71, KojMYeCTBa
nefikoiuTos <10x10°/n u HemanbIMpPyeMas cese3eHKa) Ui

Hanuume 538 Ha HOrax WM APYTHX HENPHUEMIIEMBIX HEr€MaTOJOIMYECKHX TOKCHYECKUX
s¢¢exTos, ceszanHbIX ¢ HU (Hanpumep, KO3KHO-CIIU3UCTBIX POSIBIICHHUH, YKy JOUHO-KUIIEYHBIX

CHUMIITOMOB, ITHEBMOHHUTA WJIM JUXOpaaku npu ymoboi noze HU), onpenensempix kak: oOrmue
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TEPMUHOJIOTHYECKUE KpuTepun Ut HeskenatenbHbIx siBiieHni (CTCAE) Bepcust 5.0 crenens 3 -4
HexkenatenbHblx siBneHus (AE) mnn> 1 nHemenmu CTCAE Bepcun 5.0 AE 2 cremenu, wiu
nocrosiHHoe mnpekpamenue npuema HU, unu npepsiBanne npuema HU no ucdesHoseHus
TOKCUYHOCTH, WJIM TOCIMTAIN3aLus u3-3a Tokcuunoctu HU.

6. ITokazaTesb 001Iero COCTOSHUS TI0 IIKAJIe BOCTOYHOM KOOEPAaTHBHON OHKOJIOTHYECKON
rpynns! (ECOG) 0, 1, nnu 2.

7. JKeHIMHBI AETOPOJHOrO BO3PAaCTa U MY)KUHHBI, y KOTOPBIX €CThb HapTHEPHI
JIETOPOHOTO BO3paCTa, AOJDKHBI JaTh COrJache Ha NpHMeHeHue crocoda 3¢ ¢exkTHBHON
KOHTpALeNUK BO BpeMsi HUccienoBaHus. Kpome TOro, My»KYdHBI JOJDKHBI TMPOJOJIKATH
NPUMEHATb KOHTPALIENITUBEI B TeUeHHE 3 MeCALEB MOCe TprUeMa MoCieAHe J03bl HCCIIENyEMOT0
JIEKAPCTBEHHOTO CPEACTBA, W JKEHIIUHBI JOJIKHBI MPOAOJDKATH MPUMEHSATh KOHTPALEIUIO B
TedeHue | Hexenu mocie mpueMa mocjenHed N03bl MCCIeNyeMOro JIEKapCTBEHHOI'O CPENCTBa.
D¢ dexTuBHBII KOHTPOJIb POXKAAEMOCTH BKIOYAeT (a) KOMOWHUPOBAHHbIE T'OPMOHAJIBHBIE
KOHTPALIENITUBBI, COAEPIKALINe 3CTPOTeH U MPOrecToreH (mepopasbHble, MHTPaBarMHAJbHBIE,
TpaHcnepmanbHbie), (b) TOpMOHAJbHbIE KOHTPALENTHBBI, COAEpIKAIIUe TOJBKO MPOreCTOTeH
(mepopanbHBlE, WHBEKLIMOHHbIE, WMIUIAHTUPYEMbIe), (C) BHYTPUMATO4YHYK crmpanb, (d)
BHYTPUMATOYHYK) CHCTEMY BBICBOOOXKIEHHS TOPMOHOB; (€) IBYCTOPOHHIOK OKKIJIFO3HIO
MaTouHbIX TpyO, (f) mapTHepa nmocie Ba33KTOMHH; U (g) TOJIOBOE BO3AEPIKAHNUE.

Kpurepun nckimodenus

1. OtBeuaer kputepusiMm noct-PV muenodudposa, omnpeneneHHbIM MeXAyHApPOIHON
paboueil rpymnmoi mo MCCIENOBAHUIO U JICUEHHIO MHUENONpOojudepaTuBHbIX HOBOOOpa3OBaHMI
(IWG-MRT).

2.>10% OnacTHBIX KIJIETOK.

3. Kiinanyecky 3Ha4MMBbIi TpOMOO3 B TeUEHHE 3 MeCsLEeB Mocie 00CIeI0BaHuUS.

4. HeanexkBaTHast (PyHKIUS [T€YEHH WU TTOYEK:

a. IloueuyHass HEmNOCTATOYHOCTH (pacuUeTHBI KJIMPEHC KpeaTMHWHa <45 MII/MUH TIO
Kokpodty-T'onry):

(140-Bo3pacT) x Macca (B kunorpamMmax) x [0.85 ecnm xeHwmHal
tle =

72 X KpeaTuHVH CbIBOPOTKM (B Mr/an)

b. M3BecTHast HCTOPHSI reNaTOLEIUTIOJISIPHOTO 3a00eBanus (Hanpumep, renatut B wmn C,
LIUPPO3 WIH APYTOe renaToLeUTIoIIpHOe 3a00IeBaHe)

c. OOmmii OwnmupyOuH >2x BepxHero mnpexaena mabopatopHoit HOpmbl (ULN), 3a
ucKIroYeHneM cuaapoma [ mnbepra.

d. AnanmramunoTtpancdepasa (AJIT)> 2,5x ULN

5. Tonpko vacte B: npenmectsyromiee neuenue JAK nHrudbutopom.

6. Ilpenmpinymee neueHne wuHruowropamu rucrongeanetrwnassl (HDAC) wmm
uHruouropamu BCL-2..

7. llaumeHThl, paHee IMOJyd4aBLUIME Tepanur0 aHraromucramu MDM?2, Tepanuro,

HANPABJIEHHYI0 Ha P53, WiIM MAalMeHThl, NoJiydarouiue uHTepdepoH-aibda, aHATPENUn WIH
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pyKcOmUTHHUO B TedyeHue 28 mHeH WM NpHOJIM3UTENIBHO 5 MEPHOAOB IOJYBBIBENEHUS, WIN
TMAPOKCUMOYEBUHY B TedeHHe | [HSA, WIM MALMEeHThl, NOJydaroliue JoOble apyrue
LUTOPENYKTUBHBIE UJIA UCCIEAYEMbIE€ areHThl B TEUEHUE 28 AHEH UiIU 5 NEepPUOAO0B Mojdypacnana
HA4aJbHOM 103bl. ACIIUPUH Pa3peLIeH B COOTBETCTBUU C PEKOMEHAALUSAMU 110 JeueHuro PV, eciu
HET MEAULUHCKUX IPOTUBONOKA3AHUN.

8. AGCONIIOTHOE KOMU4ecTBO HeltTpodunos <1,5x10%/n 1o nos3uposanus B 1-if nenHb LuKIa

9. Komaectso TpomGouuTos <150x10°/11 no nosupopanus B 1-ii nenb nukna 1.

10. OOny4eHue cene3eHKH B TeYEHUE 3 MECSLEB 10 NIEPBOI 103l COeTUHEHUsT (POPMYJIBI
D.

11. bepeMeHHbIe WU KOPMSLIUE KEHIIUHBI.

12. McTopus TpaHCIIAaHTALMH OCHOBHBIX OPTaHOB.

13. HekoHTpONHpyeMoe HHTEPKYPPEHTHOE 3a00JieBaHIE, BKJIFOYAsi, HO HE OrPaHUYHBAsICh,
OCTpBIli TemaTuT A, U3BECTHBIH aHaMHE3 BHpyca HUMMyHoneduunura dyenoseka (BUY);
KIMHAYeCKH 3HaunmMmoe 3abomesanme cepaua (kmacc III mm IV Heo-Hopkckoit
KapIUOJIOTHYECKOH aCCOLMALINN); CUMIITOMAaTHYECKYIO 3aCTOHHYIO CepACUHYIO
HEIOCTATOYHOCTh, HECTAOMJIBHYIO CTCHOKAPIHUIO; KEJIYAOYKOBYIO aPUTMUIO; WIH TICUXHIECKOE
3a0oneBaHNe/CONMAIbHBIE CUTYAIlH, KOTOpPble OTrPAaHUYHBAIOT COOTBETCTBHE TPEOOBAHUAM
UCCIIEIOBAHMSL.

14. CyOBeKTsl ¢ KIMHIMYECKH 3HAYMMOM OaKkTepHaibHOH, rpuOKOBOH, apa3uTapHONU UIIH
BUPYCHOI uHbekiuell, TpeOyromei mneueHus. IlaumeHTam ¢ OCTpBIMH OakTepHAIBbHBIMU
UHQEKIMsAMH, KOTOpPBIM TpeOyercss MNpHUMEHEHHe AaHTUOMOTHKOB, CIENyeT OTJIOXKHUTh
CKPUHUHI/PETUCTPALIMIO 10 3aBEPLIEHHSI Kypca aHTMOMOTHKOTEPAIINH.

15. Jlpyrue 370Ka4eCTBEHHbIE HOBOOOPA30BAHUS B TEUEHHE INOCIECTHHX 3 JIET, KpOMe
HOABEPTHYTOr'O JIUEHHIO 0a3aJIbHOKIETOYHOTO MIIH TUIOCKOKJIETOYHOTO Paka KOXKH, KapILIMHOMBI
IIeWKU MaTKH in situ, OrpaHMYEHHOTO OPTaHOM MJIM TMPOJIEYEHHOTO HEMETACTATHYECKOrO paka
NPEACTATENIbHOM JKeJie3bl C HOPMAJIbHBIM CHEeUU(UISCKUM aHTUTCHOM MPOCTATHI, KAPLIMHOMBI
Ipyad in situ mocje 3aBepIUeHHs] XUPYPTrUUEeCKON PEe3eKIMH HIIM MOBEPXHOCTHBIA MEePEXOIHO-
KJIETOYHBIA PaK MOYEBOTO MY3bIPS.

16. Ynnunenne komriekca QT crenmenu 2 wnm Bbime (>480 MWIUIHMCEKYHI, COTJIACHO
kpurepusiMm NCI-CTCAE, Bepcust 5.0).

Criocob paHgoME3aIyu

[350] B wactu A cyObekThI citydaiiHbIM 0Opa3oM pacipenesieHbl B OOHY M3 TPeX TPy
neuenns. B qactu B cyOBpexThI ciydaitHbIM 00pa3oM pacnperneneHsl K coennHeHuo Gpopmysl (1)
i K pykconuTHHUOY. CyObekThI TONIBKO B 4acTH B crparuduimposans! Ha ocHoBe cTatyca HU:
HeniepeHocnMocTh HU (Henmpuememble moOouHbIe 3 eKThI) OTHOCUTENBHO ycToiunBocTr kK HU
(meanexBatHblii oTBeT). CyOBexTsl KiaccupuiupoBaHbl Kak ycroiumeble k HU wm
HenepeHocsiue HU mpu mocerneHny CKpUHUHTA, U AAHHYI0 KaTerOPU3ALUI0 MPUMEHSIOT IS

o0ecrieueHns1 BO3MOXKHOCTH CTPAaTU(PHUKALIMU CYyOBEKTOB MPU PAHAOMU3ALNHU (I€Hb UCCIEIOBAHUS

).
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CraTucTuueckuii aHaIu3

[351] JlaHHOE HcchenoBaHUE COCTOUT U3 ABYX uacTed. B wactu A, HavyanbHOM cTaauu
NOATBEP KIEHHs KOHLETILIUH, UCTIBITYeMble CyOBEKThI CITy4aiiHbIM 00pa3oM pacrpeneseHsl B 1 u3
3 rpynn neudenus: coenunenue Qopmynsl (I) B nose 120 mr B TeueHue 21-1HEBHOro LUKJIA
neuenusi, coenunenne Gopmyisl (I) B noze 240 mr B TeueHue 21-gHEBHOrO IUKJIA JIEUEHUS WU
coenuHenue GpopmyJsl (I) B noze 120 mr B TeueHne 28-1HEBHOTO LIMKJIA JiedyeHUs. Bee Tpu rpymiel
UCCIIEAYIOT OAMHAKOBO U OLIEHUBAIOT ONMHAKOBO. [lepBruHbIil aHaM3 3()(HEKTUBHOCTH AJIS YACTH
A ocHoBaH Ha aHanmu3e mMITT TonbkO y CyOBEKTOB C MCXOOHOH CIUIEHOMETaJIuel, KOTOpbIe
seysiroTest pS3WT. Tlocne Toro, kak Bce CyObeKThI ¢ HCXOIHOM CIUIEHOMETaJ el B 4aCTh A UMeJu
BO3MOXKHOCTh 3aBepiiuTh 32 Henmemo, DMC Oyaer pekoMeHIoBaTh 103y/TpaduK COCTUHEHUS
dopmyinbl (I) nns gactu B. Uto kacaercss yactu B, cyObekThbl ¢ UCXOOHOHN CIUIEHOMETAJHEH
ciydaiiHeIM 00pa3oM pacmpenesieHbl Ui JIEYeHUs JIMOO C NMPUMEHEHHEM PEKOMEHIOBAHHON
nosp/cxembl coequHeHust Gopmyisl (I) w3 dactu A, aub0 pyKCONUTHHHOA, BBOIMMOIO B
COOTBETCTBHH C MHCTPYKIHEH Ha O3THUKETKE. Pe3ynbTaTbl CTATUCTHYECKOTO aHAIN3a,
OnucaTeNbHasi CBOJHAS CTATUCTUKA W BCIIOMOTATEIbHBIE CIUCKM MPENCTaBJICHBI MO YacTH
uccnenosanus (A wiu B), rpynmne nedenus u no3e. Bee aHanu3bl, CBOOKU M CIIMCKH MOJYYAIOT,
npuMeHsisi mporpammuoe obecnieuenne SAS (Bepcust 9.4 wnu Boie). ITogpobnas meromonorus
CBOAHOIO M CTaTHCTUYECKOTO aHAIM3a MJAaHHBbIX, COOpPAHHBIX B JAHHOM HCCIIEIOBAHUH,
3aJOKyMEHTHPOBAHA B IUIAHE CTaTUCTHUECKOro aHaimm3a (SAP), xoropwlii Oyner 3aBepiieH A0
OnmokupoBku 0a3bl MaHHBIX. SAP MOXET W3MEHITh IUIAHBl aHANINM3a JAHHBIX, YKa3aHHbIE B
IPOTOKOJIE; M €CJIU 3TO TaK, TO 3TO YETKO 3aA0KyMeHTupoBaHO B SAP. JItoOble cyinecTBeHHbIE
M3MEHEeHHUs 1U3aliHa UCCIIEOBAHMS WM KOHEYHBIX KPUTEPUEB OLIEHKU MCCJIEAOBAHUS W/WIHM UX
aHaJIN3a TAKKe OTPAXKEHBI B IONPABKe K IMPOTOKOIY.

IIponomKUTENBHOCTD UCCIIEIOBAHUS

[352] UccnenoBaHue CUNTAIOT 3aBEPLIEHHBIM Uepe3 2 rojia Mocje BKIKUEHUs OCIeTHETO
cyObeKTa, B 3TO BpeMsi CYOBEKTBI, KOTOPbIE MPOMOJDKAT MPOXOAUTh HCCIEAyEeMOe JICYCHHUE,
OLIEHUBAIOT HA NPEAMET COOTBETCTBHS KPUTEPHSIM BKIIFOYEHHSI B TIOBTOPHOE HUCCIIEIOBAHUE.

ITpumep 9: OTkpsiToe uccnenoBanue Gasbl 2a/2b coequnenus: Gopmydsl (I) y cydrexTon
¢ nepsu4yHbIM Muenodpuodpozom (PMF), MF nocne ucrunnoi nonmuuremun (rnoct-PV-MF) wmu
MF mnocne scceHunanbpHoil Tpombonmremun (noct-ET-MF), xoropeie moteprienu Heynmady ¢
NPUMEHEHUEM PYKCOIUTHHUOA

[353] CymectByer 3HauuTeNbHAas HEYAOBJIETBOPEHHAs MOTPEOHOCTh B YIYYIIEHHBIX
crocofax JiedeHUs MauueHToB ¢ wmuenopudposom (MDP), KOTOpBIE HMEIOT TNEPBUUHYIO
PE3UCTEHTHOCTh, CYOONTHMaIbHBIE OTBETHl Ha HHUX WJIM Y KOTOPBIX BO3HUK PELHINB IIOCHE
neuenus: pykconmutuHnOoM. Coemunenue Qopmynsr (I) nmpencrapnser coboil mepopanibHO
OMOMOCTYNHBIN, HU3KOMOJEKYJSIPHBIH LUTOTOKCHYECKHH XUMHOTEPANeBTUYECKHH  areHT,
KOTOPBIH CBSA3BIBAETCS C MBIIIMHBIM ABOMHBIM MUKpobenkoMm 2 (MDM2) u nunrubupyer Oemnok-
OenxoBoe B3ammopeticteue MDM?2/onyxoneserii Oenok 53 (pS53). beuto moxasaHo, dYTO
coenunenue ¢popmyIsl (I) mHrHOHpYeT pocT onyxoneBbIX kKieTok pS3 mukoro tuma (pS3WT) in

VItro M ONyXOJIEBbIX KCEHOTPAHCIUIAHTATOB in Vivo. pS3 mpeacTaBisieT cOOOM OMyXOJeBbIN
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cynpeccop u (HaKTOp TPAHCKPHIILHU, KOTOPBIA pearrupyer Ha KIETOYHBIA CTPeCC aKTUBALUEH
TPAHCKPUILIMM MHOTOYUCJIEHHBIX TI€HOB, Y4YacCTBYIOIIMX B OCTAHOBKE KJIETOUHOIO LIMKIA,
amonTo3e, CTApeHUH U pernapanuu ne3okcuproonykienHoBor kuciotel (JJHK). JoknnHudeckw,
KJIFOUYEBOI JI€TEPMUHAHT YyBCTBUTENBHOCTU K HMHruOmposanuo MDM2 mnpencrasnser coOoi
MyTallMOHHBIA cTaTyc KJjeTok pS53, mpudeMm kieTku pS3WT dyBCTBUTENBHBI K JAaHHBIM
unruouropam. MDM2  npexacraBiser  co0oil  HeraTMBHBIH  perynAaTtop  pS3 wm
CBEPXIKCIIPECCUPYETCsT B  KJIETKax MuenonponudepatnBHoro HoBooOpasoBanus CD34+,
Hecymux pS3WT. MDM?2 paspymaer U HHaKTUBUPYeT pS3, MO3BOJSSA  KJIOHAJIBHBIM
TeMOTO3TUYECKHM CTBOJIOBBIM KJIETKaM Mpoiu(eprupoBaTh.

Jn3aitH nccienoBaHus

[354] OnHo mpencTaBisieT OO0 OTKPBITOE, COCTOSIIEE U3 IBYX YacTel (4acTh A W 4acTh
B) uccnenosanue ¢aser 2a/2b coequnenus (popmynsl I) y cyosexroB ¢ PMF, noct-PV-MF nnu
noct-ET-MF, xotopble moreprnenu Heynady NpH JiedeHUHu pykcoauTuHuOoM. [Ipubmusurensao
190 cyOobekToB BrIrOUeHbI B uccnenosanue (90 B vactu A u 100 B wactu B).

[355] YHacte A (N=90): B uwactu A wuccienoBaHusi, CyOBEKTHI CIy4aliHbIM 00pazom
pacnpeneneHsl Ha 1-3 rpymnmnbl JJeUeHUs

 I'pynma 1, N=30 cyOobekroB: coenunenne popmyiel (I) npu noze 120 mr onuH pas B 1€Hb
B TeueHue 1-7 nHell, Oe3 neueHus B TeueHue -8-21aueii (21-1HEBHBIN [TUKIT)

* I'pynma 2, N=30 cyosextoB: Coenunenue Gpopmyisl (I) mpu noze 240 Mr oquH pas B I€Hb
B TeueHue 1-7 qHel, Oe3 nedeHus B TeueHue 8-21 nHeit (21-1HeBHBIN LK)

* I'pynmna 3, N=30 cyosextoB: Coenunenue Gopmyisl (I) mpu noze 240 Mr oguH pas B I€Hb
B TeueHue 1-7 qHel, Oe3 neueHus B TeueHue 8-28 nHeil (28-1HEBHBIN LIHKIT)

[356] Yacte B (N=100): npubmmurensHo 100 cyOBeKTOB BKIJIIOYEHBI B 4acTb B u
MIOJIBEPIKEHBI JICUEHUIO COTJIACHO PEKOMEHAOBaHHOM no3e U rpaduky u3z yactu A. Komurer no
MoHHuTOpHUHTY JaHHBIX (DMC) cobupasncs kaxaple 3 Mecsua i 4acTi A U 4acTu B BO Bpems
NPOBEIEHUS] UCCIEIOBAHUS AJISI PACCMOTPEHHUsS] NaHHBIX MO 0€30MacHOCTU AJIST KIMHUYECKOTO
uccnenoBanuss. DMC Taxoke coOupajcs mocjie TOro, Kak BCe CyOBEKTbl B HaCTH A MOJy4yaT
BO3MOXKHOCTh 3aBepLINTh OLeHKy 24 Henmenn. DMC ompenenseTr pekOMEHIOBaHHYIO A03Y U
rpaduk coenunenuss popmynsl (I) mans gactu B Ha ocHOBe naHHBIX 00 3(P(PEKTHBHOCTH H
6e3onacHocTr U3 yactu A. B wactu A u yactu B cyObekThl monyuanu coequHenue Gopmysl (1)
nepopanbHo (PO) QD Ha B 1-7 quu kakaoro 2 1-gHeBHOTO Win 28-1HeBHOTO 1uKJa. JlomyckaeTcs
CHIDKEHHE 103 TPU I'eMaTOJOTMYECKOW M HEereMaTOJOrMYeCKOW TOKCHYHOCTH. Bce CyOBeKTs
TOJDKHBI JIGYUTBCS IO TPOTPECCUPOBAHMS 3a00JEBaHUS WM OTCYTCTBUSL TEPEHOCHMOCTH.
Omnpenenenne  mporpeccHpoBaHusi  3a00Ne€BaHUS  OCHOBAHO  HAa  BU3yaM3alMu |
MoauuIMpOoBaHHBIX KpuTepusix ELN.

* VBenuueHue oobeMa cene3eHKH Ha >25% oT Haaupa BO BPEMsi HICCIIEOBAHMUS 110 TAHHBIM
MPT (umm KT) no nanabM 0030pa HEHTPAIBHOTO N300paskeHHs

» Jleiikemmueckasi TpaHc(OpMALHs, MOATBEPXKACHHAS KOJMYECTBOM OJIACTOB B KOCTHOM
mosre >20% unu

» Copepxanue OynactoB B nepudepuueckoil kposu >20%, CBsi3aHHOE C aOCOTIOTHBIM



111

KONIM4eCTBOM 671acToB >1x10°/1, KoTOpoe AIHUTCS, 0 MEHbIIEl Mepe, 2 Heael.

Ilenu uccnenopanus

IlepBuuHbIe HeIH Koneunbie KPHUTEepPHH

OLIEHKH/Pe3yJabTAT H3MepeHus!

Onpeaenenue peakuyu ceie3eHKyH Hons cy0ObeKTOB,  AOCTHUIIIHX
yMeHblIeHHs1 00bemMa cese3eHKH >35% ot
HCXOAHOI0 YPOBHS 10 24 HeeJIH, MO OLleHKe
¢ TMNOMOIbK  MATHHUTHO-PE30HAHCHOM
Tomorpadpuu (MPT) mnam xomnbroTepHoi

Tomorpaguu (KT).

Kpurepun nckmodenus

[357] CyObekThl kKak B 4acTu A, Tak U B 4acTH B JOKHBI COOTBETCTBOBATH BCEM
CJIEAYIOIIUM KPUTEPHSM, YTOOBI UMETH MPABO HA YYACTHE B HCCIECIOBAHUU!

1. Bospact >18 ner.

2. [Magpnipyemasi CIICHOMET NS, TIO MEHBIIEH Mepe, Ha S5 CM HUXKe JIEBOTO Kpasi pedpa.

3. IloaTBepkaennsiii auarso3 PMFE, noct-PV-MF unu noct-ET-MF, no ouenke iedainero
Bpaya B COOTBETCTBUU C KPUTEPUSIMH BCEMUPHOM OpraHu3anuu 3apasooxpanenus (BO3)

4. BbICOKUI PUCK, CPEIHHUM PUCK 2 UM CPEOHUMN PUCK 1, ONpenesneH bl JUHAMUYECKON
MEXXIyHapOAHOH mpornoctudeckoit cucremoit (DIPSS).

5. IlokazaTens obmero cocrosiHus no mkajie ECOG 0-2.

6. AnexkBaTHas TeMaTOJIOrHYEeCKasi, IeYeHOUHas U novyeyHast QyHKIus (B COOTBETCTBUU C
orpesesieHueM MPOTOKOJIA U B TeueHue 14 nueli 1o nepsoii 10361 coequHerus Gpopmysl (1))

« I'ematonoruueckue: ANC >1,0x10°/n mpu orcyrctBum (HakTOpoB pocTa BO BpeMs
TMpeNIecTByOmUX 7 HeH; KojudecTBo Tpomborutos >100x10°/1; konuuecTBo 67acTOB
nepudepudeckoii kposu <10%.

[Teyenounsble: obmui OumupyonH <2,0 kpatHoi BepxHel rpanunbl HOpMbl (ULN), 3a
ucKIroueHneM cunapoma JKunmpOepa;, acmapraTTpaHCaMHHA3a/ChIBOPOTOYHAS TJIyTAMHHOBAS
maBeneBoykcycHass TpancammHaza (AST/SGOT) w  amaHUHTpaHCAMUHA33/CHIBOPOTOYHASI
TJIyTaMHHOBAsi MUpoBUHOTpaaHas Tpancamunasza (ALT/SGPT) <2,5 ULN

» [ToyeuHble: pacyeTHBIN KIHpeHC kpeaTuHuHa™> 45 mu/mMuH o Kokpodty-Ionty:

C (140-Bo3pacT) x macca (B kwnorpaMmmax) x [0.85 ecnum >keHwmHal]
tLer =

72 X KpeaTuHUH CbIBOPOTKU (B Mr/an)

7. JKeHIIMHBI AETOPOJHOrO BO3pacTa M MYyXXYMHBI, y KOTOPBIX €CTb MApPTHEPHI
IETOPOIHOTO BO3PACTa, AOJDKHBI JaTh COrJache Ha NpuMeHeHne crocoda 3(QexkTHBHON
KOHTpaluenuun BO BpEMs HCCICAOBAHUA. KpOMe TOro, MYKYMUHBI AOJDKHBI HNPOAOJIKATH
NPUMEHSTh KOHTPALETITUBBI B TEUEHUE 3 MECSILIEB MOCIIE pHUeMa MOCIEeHEHN 03Bl HCCIENyEMOTo
JICKAPCTBCHHOI'O CpE€ACTBA, U KCHIIWHBI JOJDKHBI MPOAOIKATE MNPUMEHATH KOHTPALCTILUIO B

TeueHue 1 Hemenu Iocie npuemMa MocaeaHeH M03bl HUCCIIEAYEMOT'O JICKAPCTBEHHOTO CPEACTBA.



112

O¢ddexTuBHBI KOHTPOIb POXKAAEMOCTH BKIOYaeT (a) KOMOWHUPOBAHHbIE T'OPMOHAJIBHBIE
KOHTPAILIENITUBBI, COAEpKALINe 3CTPOreH U MPOrecToreH (mepopasibHble, MHTPaBaruHAJbHBIE,
TpaHcaepMmanbHble), (b) ropMoHaNbHBIE KOHTPALENTHUBBIL, COAEPIKAIINE TOJNBKO IMPOreCTOreH
(nepopanbHble, HHBEKLHUOHHbIE, HMIUIAHTUPYEMble), (C) BHYTPUMATO4YHyIO crupanb, (d)
BHYTPUMATOYHYK) CHCTEMY BBICBOOOKICHHsS TOPMOHOB, (€) IBYCTOPOHHIOK OKKJIFO3HIO
MaTo4HbIX TpyO; (f) mapTHepa mocie Ba3sKTOMUY; U (g) MOJOBOE BO3EPIKAHUE

[358] CyObexkTel B wacTh A JOKHBI COOTBETCTBOBATh CIEAYIOIIMM KPUTEPUSM
Hed((PeKTUBHOCTH JIEUEHUST PYKCOIUTUHHOOM, YTOOBI UMETh NPABO HA YYACTHE B UCCIIETOBAHUU!

[359] HeaddekTUBHOCTD JieUeHUs! pyKCOIUTUHUOOM B 4acTH A JOJKHA COOTBETCTBOBATh
kpurepusim (a) mwiu (b) HIbKe.

[360] a) b0 OTCYTCTBHE peaklMU CEJIe3eHKU, OMNpereNisieMOe Kak MPOXOKIEHHUE, IO
MeHbLIEH Mepe, B TedeHHEe 12 Henenb JieueHHe PYKCOJIMTUHHOOM, OO Hamuyue oOOuX H3
CJIEAYIOIIUX

» Croiikasi CruleHOMeraiusi pu (pU3UKAILHOM OCMOTpE, MAJbIUpPyeMasi Ha > S5 CM HUXKe
HIDKHero kpas pedep (LCM)

* u TSS >10 nva MPN-SAF TSS 2.0 wnu nanuenTsl ¢ 6aJioM OZHOTO CUMITOMA >S5 HITH
IBYX CHMIITOMOB >3, BKJIIOYasl TOJBKO CUMITOMBI OOJI B JIEBOM BEpXHEM KBanpaHte, O0Nu B
KOCT$IX, 3y/1 MJIH HOYHYIO MOTJIMBOCTb.

[361] b) mnu nporpeccupyromiee 3a00aeBaHuE B JIF000€ BPEMS JICUEHHs PYKCOIUTHHUOOM,
KaK OTPeNeIeHO JIOOBIM U3 CIEIYIOLTHX

* yBeJIMYEeHHE 0ObeMa cene3eHKH Ha >25% ot Hagupa no oueHke MPT umu KT

* NIOSIBJIEHUE HOBOW CIUIEHOMETaJuH, KOTOpas MaJb[IUPYyeTCs, 10 MEHbIIEH Mepe, Ha 5 CM
Hmxe LCM.

« yBenmuueHne >100% mnanpnupyemoro paccrosHus Hmwke LCM mpu  ucxomHo#
cruieHoMeraauu ot 5 10 10 cm

* yBeJquuyeHue mnajgpnupyemoro paccrossHuss Hwke LCM Ha >50% mpu ucxomHoMU
crieHomeranuu >10 cm.

[362] CyObexktbl B 4acTH B HOMKHBI COOTBETCTBOBATH CIEAYIOIIUM KPUTEPHUSIM
Hed((PEeKTUBHOCTH JIEYEHUS! PYKCOIUTUHHOOM, YTOOBI UMETh NPABO HA YYACTHE B UCCIEIOBAHUU!

[363] HeahhekTuBHOCTD JIeUeHUsT pyKCOTUTHHUOOM B 4acTH B 1OJDKHA COOTBETCTBOBATH
kpurepusiM (a) wu (b) Hioke:

[364] a) mub0 OTCYTCTBHE peakLMU CEJIe3eHKH, OMpeAeNiieMOe Kak MPOXOKIEHHUE, IO
MEHbLIEH Mepe, B TeueHne 12 Hemenb ieueHus! pyKCOINTHHHOOM, U HAJIM4YHe, TI0 MEHbLIEH Mepe,
OJTHOTO U3 CJIEAYHOIIHX:

o Jlns cyOwexToB, kotopbiM mpoBomaT MPT wmum KT nns oueHkw JnedeHus
PYKCONUTHHUOOM, OTCYTCTBHE YMEHBIIEHUS] 00BbEMa CEIEe3eHKH KaKk MUHUMYM >3 5%

 McxonHas CIuleHOMerasusi 0 JIeYeHUs] PyKCOJIMTUHUOOM, majbnupyercs Ha 5-10 cm
Hke LCM, HO ocTaeTcs najpnupyemMon

 McxonHas CIuleHOMeranusi 0 JIeYeHUs] PyKCOIUTUHUOOM, KOTOpasi MaJbIIUPYeTCss Ha

>10 cm Hroke LCM, HO He yMeHbIIaeTcs, o MeHbluel Mepe, Ha 50%
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* MicxonmHas cruieHOMerasius 10 JISYEHUS PYKCOIMTHHUOOM, MabIupyeMast Ha <5 CM HIDKe
LCM, He MOXeT paccMaTpUBAThCS Kak HEA(PPEKTUBHOCTD JIEUEHUS] PYKCOIUTHHHOOM.

[365] b) nnu nporpeccupyroiiee 3ad0aeBaHue B IF000€ BPEMs JICUEHHs PYKCOJIUTHHUOOM,
KaK OTIPe/IeIeHO B TIOOOM U3 CIEIYIOLIHX

* yBeJIMYeHHE 00beMa ceie3eHKU Ha >25% ot Hagupa no naHnabiM MPT wnu KT

* [TosiBneHne HOBOM CINIEHOMETAINHU, KOTOPasi MAJIbIIUPYETCs], IO MEHbIIEH Mepe, Ha 5 cM
Hiwke LCM.

* yBeNMYEeHUE MajbnupyemMoro paccrosHus Hwke LCM Ha >100% pna ucxomHou
crieHoMeranuu ot 5 1o 10 cm

* yBeJu4yeHue mnanpnupyemoro paccrossHuss Hwke LCM Ha >50% mpu ucxomHoi
creHomeranuu >10 cu.

Kpurepun nckmodenus

[366] CyObekThl Kak B 4acTU A, Tak U B 4aCTH B, KOTOpble COOTBETCTBYIOT JIFOOOMY M3
CIEAVIOIINX KPUTEPUEB, HE OyyT AOMYLIEHBI K YYaCTHIO B HCCIIEOBAHUH!

1. Yyacte B ApyroM HHTEPBEHLMOHHOM KIMHHUYECKOM HCCJIEIOBAHUU B TeUEHHE
NOCJIENHNUX 4 Henlenb Mocie MprueMa nepBoi 1036l coennHeHust popmyisl (1) (yaactue B 0030pHBIX
UCCJICZIOBAHUSIX Pa3pPELICHO)

2. HenaBHee/comyTCTBYIOIEE JIEYEHHE, TaKOE€ KaKk OOLIMPHOE XUPYPrHUECKOE
BMEIIATENIbCTBO, XUMHOTEPANHs], UMMYyHOMOIYJUPYIOINAs Tepanus, OHOJOTHYECKasl Teparius,
JydeBasi Tepanus WK HCCIIeOBATENbCKAS TePAIUsl B TEUeHNE 4 Helleb WIIN MPUOIU3UTENBHO 5
MEPUOOB TMOJTypacmaaa nepBoi 1o3bl coenuHenus popmyJisl (I).

3. IlpeniecTByromas CIuIeHYKTOMMUS.

4. OOnyuyeHue ceNe3eHKH B TeYEHUE 3 MeCsLEB 10 MePBOM 103l COSTUHEHHs (POPMYJIBI
D).

5. IlpenmecTByromas TPaHCIUIAHTALMS AJUIOTEHHBIX CTBOJIOBBIX KJIETOK WM MOKA3aHUE
Ha TPAHCIUIAHTALUIO aJJIOTEHHBIX CTBOJIOBBIX KJIETOK.

6. IlpemmecrtByromee JseyeHue wuHruOuTopamu ructonaeanetmwnasel (HDAC) wm
unruouropamu BCL-2

7. IpemmecTyromas Tepanust uHruOuTopamu MDM?2 wnu Tepanusi, HanpaBJIeHHAsT Ha
p33.

8. bepeMeHHbIe WU KOPMSIIINE JKEHIUHBI.

9. McTropus TpaHCIUIAHTALIMY OCHOBHBIX OPTaHOB.

10. HekoHTpoOHpyeMoe HHTEPKYPPEHTHOE 3a00JieBaHIEe, BKJIFOYAsi, HO HE OrPaHUYHBAsICh,
OCTpBIli TemaTuT A, U3BECTHBIH aHEMHe3 BHpyca HuMMyHoneduuura dyenoseka (BHUY);
KIMHAYeCKH 3HaumMmoe 3abomesanme cepaua (kmacc III mmm IV Hero-Hopkckoit
KapAHOJIOrHueCKOn acCOIMAaLUN); CUMITOMAaTUYECKYIO 3aCTONHYIO CEpAEYHYIO
HEIOCTATOYHOCTh, HECTAOUJIPHYIO CTEHOKAPIHUIO, JKETYAOYKOBYIO APUTMHUIO, WM IICUXHIECKOE
3a00neBaHNe/CONMAIbHBIE CUTYALlH, KOTOpPblE OTrPAaHUYHMBAIOT COOTBETCTBHE TPEOOBAHUAM
UCCJIEZIOBAHUS.

11. CyOBexTsl ¢ KIMHUYECKH 3HAYMMOM OaKkTepHuanbHOM, rpuOKOBOH, Mapa3uTapHONU UIIH
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BUpYCHOI wuH(bpekuueil, TpebOyromel nedeHus. CyObekraM ¢ OCTPbIMH OakTepHaIbHBIMU
uHQeKIMAMH,  TpeOyIIIUMHU NPUMEHEHHUs aHTHOMOTHKOB, Clenyer  OTJIOXKHTH
CKPUHUHI/PETUCTPALIIIO 10 3aBEPIIEHHS Kypca aHTHOAKTEPHAIbHON TePaTHHL.

12. ipyrue 3moka4ecTBeHHbIE HOBOOOPA30BaHUS B TEUSHHE MOCIEIHUX 3 JIET, OTJIHYHbIE
OT BBUIEUYNBAEMOTO 0a3aIbHOKJIETOYHOTO MJIH INIOCKOKJIETOUHOTO Paka KOKH, KapLUHOMA EeHKH
MAaTKH in situ, OrpaHUYEHHBIN OpraHAMHU WJIN MTOJBEPraeMblil JEUSHUIO HEMETaCTAaTHYECKUH pak
IPOCTaThl HOPMAJIBHBIM MPOCTATOCHIELU(HUECKUM aHTUT€HOM, KapIlMHOMa Ipyau in situ mocie
MOJIHOW XUPYPrHUUECKON PE3eKIMH UM MOBEPXHOCTHBIN NMEPEXOAHO-KJIETOUHBIM pak MOYE€BOTO
Ny3bIPSI.

13. Ynnunenune komriekca QT crenmenu 2 wnm Bbie (>480 MWIIHMCEKYHI, COTJIACHO
kpurepusiMm NCI-CTCAE, Bepcust 5.0).

14. Temonostudeckue  ¢akrtopsl pocta (Hampumep, spurponodtud  (Epo),
rpa”yJIONUTapHbIi KonoHuecTumynupyromuil pakrop (GCSF), pomumioctum) B TeueHue 28
OHEH 0 MoJy4eHus epBoi 1036l coequHenus popmydsr (1).

15. AKTHBHOE WM XPOHUYECKOW KPOBOTEUEHHs B TeueHue 4 Henesb 0 MEepBOM 03Bl
coenunenus popmysl (I).

Criocob paHgoME3aIyu

[367] Yactp A: CyOBEKTHI pAHAOMU3HPOBAHBI IO cxeMe pacnpenenenus 1:1:1 B ogHy u3
Tpex nedeOHbIX rpymnn. KOHTpakTHBI MOCTABIMMK KIMHWYECKHX YCIyr paspabortan rpaduk
paHgoMu3auuu 4Yactu A, U (akTHUeckoe Ha3HaueHWe PaHAOMHU3ALMH IPOU3BOIUIHN dYepe3
Oe3omacHyr0 cUCTeMy MHTepakTHBHON TexHosoruu panaomuzaumu (IRT). Hacte B: cyObekTs
pPaHIOMHU3UPOBaHBI Kk coeauHenuro Gopmysl (I), nose u rpaduky, pekomennoBaaHbIM DMC.

CraTucTHYeCKHH aHAJIH3

[368] DMC co3bIBaroT Kakable 3 mMecsiua ajisi yacTi A u yactu B Bo Bpemsi nmpoBeneHus
uccaenoBanus Aysi 0030pa JaHHBIX MO 0€30MacHOCTH ANl KIMHUYEeCKOro uccienosanus. DMC
cobupau mocje Toro, Kak Bce CyObeKThI B YaCTH A TOJTy4aid BO3MOKHOCTB 3aBEPLINTh OLIEHKY
24 wepnenu. DMC onpenensuin pekoMeHayembie 1036l U rpaduk coenunenus Gopmyssl (1) mis
yactu B Ha ocHOBe maHHbIX 00 3(dexTuBHOCTM M Oe30macHOCTH u3 4actu A. Pe3ysibrarhbl
CTaTUCTHYECKOTO aHAJM3a, OMHUCATENIbHOW CBOAHOW CTATUCTHKH U BCIIOMOTATENIbHBIE CIUCKU
NpEeACTaBJICHBI 10 YacTsaM uccienoBanus (A win b) u B yactu A (o rpymnmnam).

ITponOIKUTENBHOCTD UCCIIEIOBAHUS

[369] UccnenoBaHue CUNTAIOT 3aBEPIIEHHBIM Uepe3 2 rojia MoCie BKIFOUYEHHS TTOCIETHETO
CyObeKTa, U B 3TO BpPEMsI OLEHHBAIOT CyOBEKTOB, MPOAODKAIOLINX MPOXOAUTH HCCIEAYEMOE
JIeUeHHe, Ha MPEIMET COOTBETCTBUS KPUTEPUSM BKJIFOUEHHUS B IIOBTOPHOE UCCIIEAOBAHUE.

ITpumep 10: adpdext coennnenns popmyasl (I) Ha MPN-BP cTBOJIOBBIE KIIeTKH

MPN-BP knerounas nponudepauns

[370] B wHacrosimee Bpemsi ObUIO TIOKa3aHO, YTO MOHOHYKJICAPHBIE KIETKH C
ucromennbiMu CD3™ kierkamu (MNC) ot 1 maunenra ¢ MPN-BP, y koroporo 6but red 7P53
WT, cnocoOHBI MOCIe0BATENBHO MPKUBATBCS U BbI3BIBATH Jieiiko3 y mbiuiel ¢ NSG. UtoOw!

coOpaTh AOCTATOYHOE KOJHYECTBO KJIETOK JJsl OLeHKH 3(dekra coenuneHus: popmysl (I) Ha
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crBojioBbie kieTkn MPN-BP, knerku MPN-BP, coGpannble n3 xoctHoro mosra (BM) wmmm
cenezeHku Mbiel NSG, naccuposanu MbimaM NSG nocpecTBOM CepUilHON TpaHCIIAHTALUU.
MyTauuoHHbBIE NAaTTePHbl U KapUOTUIINYECKHE aHOMAJNH, MPUCYTCTBYIOIINUE B KJIETKAX IOCIE
NOCJIEI0BATENbHON TPAHCIUIAHTALMY, ONpPENessIN CEKBEHUPOBAHUEM CIEAYIOILEro MOKOJEHMUs
(NGS) u ¢payopecuentHoii rubpuamnzaumu in situ (FISH).

Db dexr coenunenue Gopmyinnl (I) Ha MPN-BP cTBOIOBBIE KileTKH

[371] YroOb! usyunts 3¢ dexts! coequnenus Gopmydsl (I) Ha cTBonoBbIe KieTkn MPN-
BP, 0,5-2x10° kneTox/mbib, coOpaHHBIX OT Mbimeli NSG, monyuasmux knetku MPN-BP,
TPAHCIUTAHTUPOBAU CyOsieTanbHO 00ayueHHbM (220 cI'p) 8-9-nenenbHbIM MblnaM NSG. 3atem
MBIIIEH €KETHEBHO OTCIIEKMBAIN HAa UX O0IIee COCTOSHUE U €KEHEACTbHO H3MEPSUIN MacCy UX
tena. Uepes 1BaALaTh BOCEMb JHEH MOCIIE TPAHCIUTAHTALIMH COOMpay nepudepruuecKyo KpOBb Y
MBIIEH-PELUNIEHTOB U aHamu3upoBaiu obmmM aHanmmzoM kpou (CBC) um mporouHbIM
LIUTOMETPHUUECKUM aHAJM30M, YTOOBI ONpENeNnTb, pa3BwiIcid Ju 4denoBedeckuii MPN-BP vy
JAHHBIX MblIlIeH. JJaHHBIX MbILIEH NPUMEHSUIN B CIEAYIOIINX UCCIEAOBAHUSX.

HccrnenoBanue BBICOKOI 10361 coenuHeHus popmyisl (1)

[372] Mpuueli, y koropbix pasBwics MPN-BP u koToprle HMEIOT aHAJOTHYHYIO
JEMKEMUYECKYI0 Harpy3Ky B mepudpepruecKoll KpOBH, CIyYailHBIM 00pa3oM pachpenessuid B 2
rpynnel o 3-4 mbind. JlaHHBIM ABYM IpynnaM MblIIEHd BBOAMIN CPEAy WU COEAUHEHHUE
dopmyel (I) (Bbicokast mo3a, 100 wim 150 Mr/kr) depes skemyqOUHBIN 30HI OJUH pa3 B ICHH B
teuenne 7 nuHel. Ilocie oOpaOOTKM KOHTPOJIMPOBAIU €KEHENENbHO KOJIMYECTBO OJIaCTOB
nepudepuyeckoil KpOBH, NMPUMEHSS MPOTOUHBIA LUTOMETpHUYecKuil aHanu3. IlepeHocHMOCTh
JIeUeHHUsT OLIEHUBAJIU IyTeM €XEIHEBHOTO H3MepeHus macchl Tena (BW). JlanHbIl aHanm3bl
TIO3BOJISIN YCTAHOBUTH NUHAMHUKY Bo3BpaTta MPN-BP nocne kaxxaoi o0paboTKu JiekapCTBEHHBIM
CPEeICTBOM, KOTOPYIO NMPHUMEHSUTH AJSI ONpeIeNieHns] HHTepBaja Oe3 JeYeHUs Ui CIeAYHOIIUX
UCCIIEIOBAaHUH BBIXKMBAEMOCTH 1 KOMOMHHUPOBaHHON 00padoTKH.

HccnenoBaHusi BBLDKMBAEMOCTH s coenuHerust popmy.ibl (1)

[373] Mpuue#i, y koropbix pasBwics MPN-BP u koToprle HMEIOT aHAJIOTHYHYIO
JEMKEMUYECKYI0 HArPy3Ky B Mepu(pepruecKoil KpOBH, CIy4YaiiHbIM 00pa3oM pachpenessuid B 3
rpymms o 4-5 Mbimeit u oOpadaTeiBanu coequHerneM Gpopmysl (1) mepopanbHbIM 30HAOM TPU
BbICOKO# 1103€ (100 wm 150 mr/kr) u Huskoi nose (30-50 MI/Kr) onuH pa3 B CYTKH B TeUEHHE 7
nHell. JlaHHBIE UMKIBI TMOBTOPSUIM a0 3 wwuKioB. llocme oOpaboTku oOmyr cTeneHb
BbDKHMBAEMOCTH U CTENEHb NMPOTPECCUPOBAHMS 3a00JI€BaHUS OTCJIEKHBAIN AHAIU30M KPOBH U
MPOTOYHBIM LUTOMETPUYECKHM aHAJIU30M KpPOBH Mblled Kaxable 14 nueil. Melmei
YMEPIUBIISUIH, €CIIH YOBJIETBOPSUICS JIFOOOH U3 CIENYIOINX KPUTEPHEB: MPOSIBJIEHUE CUMIITOMOB
3a0oneBaHMs, TAaKUX Kak MoTeps Maccel Tena Oonee 20%, CYTYJNOCTb CIWHBI, CHIDKEHHE
AKTUBHOCTH, NAJIbIIUPyeMas CIIJIEHOMErallis, paCpOCTPAHAIOLIASCS 110 CPEeHEN JTMHUY, TsDKeNas
aHeMusi, TPOMOOLIMTONEHUS WM JIEHKONEHWs. 3a MBIIIAaMH CIEIWUJIHM, II0Ka OHU He
COOTBETCTBOBAIM KPUTEPUAM il ymepuusieHus. Kpome Toro, 2-3 Mbllel, MNOTy4aroluX
BBICOKYIO MJTH HU3KYIO 103y coennHeHust popmybl (1), ymMepIuBsaim nocyie 3aBepLieHns 3 UKIOB

00paboTKH, TaXKe eI Y HUX He MPOSIBJISUTUCH CUMITTOMBI 3a00JIeBaHHSI.
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[374] Ilocne Toro, Kak MbllIed yMEpLIBISUIM, KJIETKU M3BJIEKAJIU U3 KOCTHOTO MO3Ta,
CeNe3eHKH U TepudepudecKoil KpoBU, W MpUCYTCTBUE yenoBedeckux CD457, CD34° CD337,
CD14", Gly A", CD41a", CD19" u CD3™ k/1eTOK B IAHHBIX OpraHax ONpenessiid OKPallMBAHHEM
mAb M NPOTOYHBIM LIUTOMETPUYECKUM aHAJIM30M. JlaHHBIE aHAIM3bl TO3BOJISIIN ONPEAEIUTD,
npuBOAMT Jii 0O6padoTka coenrHeHneM GopmyJib (I) K HOBBIIEHUIO BBKMBAEMOCTH U CHIKEHHIO
KOJIMYECTBA JIEMKEMUUYECKHUX KJIeTOK y BM MbIIM M CHUIKEHUIO PacCIpOCTPaHEHHs JIEMKO3HBIX
KJIETOK B CeJie3eHKy U nepudeprdeckyro kpoBb Mpiu. OcraBinecst BMC u kieTku cene3eHku
MOCJI€ AHAJIU3a MPOTOYHOM LIUTOMETPUEN KPUOKOHCEPBUPOBAIU AJl KOJUYECTBEHHON OLIEHKHU
Harpy3ku kjietok MPN-BP u st onenkn neneBbix 3¢ dextos coenunenust popmysl (I). Knerku
hCD33" y BM Mmbleii-penunueHToB OTOMpany, NpuMeHsis copTUpoBmuK Kietok FACSAria
(BD) u ananusuposanu, npumensis FISH Ha mapkepHble XPOMOCOMHBIE aHOMAJIUH, & TaK¥Ke
4aCTOThl BAPUAHTOB aJjiejell MYyTHUPOBABIIMX TI€HOB MHEJIOUIHBIX 3JOKAYECTBEHHBIX

HOBOOOPA30BaHHI.
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®OPMYIJIA U3OBPETEHUA
1. Cnoco® neuenust muenonponudepaTuBHOro HoBoodpazosanus (MPN), BKIrOUarOImii

CTaJUIO BBEJEHMS HYXIAIOIIEMYCsl 4eJIOBEYECKOMY CYOBEKTY TepaneBTHUeCKH 3(PQPEeKTHBHOIO
dopmysl (I):

konudecTsa uHruoutopa MDM?2, rne unruOurop MDM?2 mnpencrasnser coboil coenuHeHne

(1)
WK ero (hapMaLeBTHUECKU IPUEMIIEMYIO COJIb;
npu 3ToM coenuHerne Gopmysl (I) BBOIAT OaMH pa3 B AeHb B 103¢ 120 Mr;
rae 4yenoBeka jedar nHruouropom MDM2 B 1-7 nuu 21-mHEBHOTO IIMKJIA, B KOTOPOM Ha
8-21 nHu yenoBeka He yiedat uHruOuropom MDM?2.
2. Cnoco® nevenus: muenonponudepaTuBHOro HoBoodbpazosanusi (MPN), BKIFOUArOIIHIA

CTaJUI0 BBEJEHHS HYXIAIOIIEMYCsl 4eJIOBEYECKOMY CYOBEKTY TepaneBTHUeCKH 3(PQPEeKTHBHOTO
dopmysl (I):

konudecTBa uHruoutopa MDM2, rne unruOutrop MDM?2 mnpencrasiser coboil coenuHeHne

HiC._FHa

O:,—S,-:D

HsC E @ €H
N =

H4C

Ch
(1)
WU ero (hapMaLeBTHYECKU PUEMIIEMYIO COJIb;
npu 3ToM coenuHenue GopmyJibl (I) BBOAST OnuH pa3 B AeHb B 103e 240 mr;
rae 4enoBeka jedar nHruouropom MDM2 B 1-7 nHu 21-1HEBHOTO IIMKJIA, B KOTOPOM Ha
8-21 nHu yenoBeka He Jiedat uHruOuropom MDM?2.
3. Cnoco0 nevenust muenonponudeparusHoro Hopoodpasosanust (MPN), BKirOHaromui

CTaUIO BBEIEHHS HYXXIAIOIIEMYCsl 4EJIOBEYECKOMY CYOBEKTY TepanmeBTHUECKH 3(PQPEeKTHBHOTO
dopmysl (I):

konudecTBa uHruoutopa MDM2, rne mnrunOutrop MDM?2 mnpencrasiser coboil coenuHeHne
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(1)
WK ero (apMaLeBTHYECKU IPUEMIIEMYIO COJIb,
npu 3ToM coenuHerue Gopmysl (I) BBOIAT OAMH pa3 B AeHb B 103¢€ 240 mr;
rae 4yenoBeka jedaT nHruouropom MDM2 B 1-7 nuu 28-1HEBHOTO IIMKJIA, B KOTOPOM Ha
8-28 nHu yenoBeka He yiedat uHruoburopom MDM?2.
4. Cnioco0 neyeHust MUEIONPOIu(epaTUBHOrO HoBooOpasosanus (MPN), BKITFOUArOIIHIA
CTaUIO BBEIEHHS HYXIAIOIIEMYCsl 4EJIOBEYECKOMY CYOBEKTY TepaneBTHYECKH 3(PQPEeKTHBHOTO

konuvecTBa uHruouTopa MDM2, rne mnrunOutrop MDM?2 mpencrasisier coboil coenuHeHne

dbopmyer (I):

()

WM ero (hapManeBTUYeCKH IPHEMIIEMYIO COJb;

npu 3ToM coequHerue Gopmysl (I) BBOIAT OAMH pa3 B AeHb B 103¢€ 240 mr;

rze 4YenoBeka yiedat nHruouropom MDM?2 B 1-5 nHu 28-1HEBHOrO LMKJIA, B KOTOPOM Ha
6-28 nHU 4YenoBeKa He jiedaT HHruouropom MDM2.

5. Cnocob mo mobomy mu3 mn. 1-4, B koropom MPN mnpexncrasisier coO0H HCTHHHYIO
nonuuTemuro (PV).

6. Crocob mo m. 5, B kotopoM MPN mpencrasnsier codoit 3aBUCHMYIO OT (uieGoToOMUN
UCTHHHYIO MOJHLIUTEMUIO.

7. Cnocod mo mobomy w3 mn 1-4, B kxotopom MPN mnpencrasiser coboi
TPOMOOLIUTEMHUIO.

8. Criocob mo m. 7, B KOTOPOM TPOMOOIIUTEMHSI MPENCTABISIET COOOH 3CCEHITNANBHYIO
tpomOoumremuro (ET).

9. Criocob mo mrodbomy u3 .. 1-4, B koropom MPN npencrasinsier coboii Muenopudpos.

10. Croco6 mo 1. 9, B xotropom Muenodudpo3 BbIOpaH U3 MEPBUYHOTO MHUEIohHOpo3a
(PMF), muenodpudposa nocie ucruaHoi nomuuutemun (nmoct-PV MF) u muenodpudposza nmocne

scceHLuanbHO Tpombonuremud (noct-ET MF).
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11. Cnocod mo m 10, B KOTOpOM 4eJOBEHYECKHH CYOBEKT HE pearupyer Ha
NPENLIECTBYIOIIYIO TEPATIHIO PYKCOIUTHHHUOOM.

12. Croco6 no mobomy u3 m.m. 1-4, B kotropom MPN mnpencrasisier coO0H CHCTeMHBIH
macrouuTo3 (SM).

13. Cnioco6 o mobomy u3 m.a. 1-4, B kotopom MPN nipencrasisier co00it XpOHHYECKYIO
HelTpoduibHyto nefikemuto (CNL).

14. Cnoco6 mo mobomy u3 mm 1-4, B koropom MPN mpencrasisier coOoii
MUeIOAUCIUIaCTHYeCKU M cuuapom (MDS).

15. Cnocob no nmodomy u3 m.a. 1-4, B kotropom MPN npencraBisieT coOOi CHCTEMHOE
3aboneBaHue Ty4HbIX KiIeToK (SMCD).

16. Criocob no mobomy u3 m.i. 1-4, B koropom MPN npezacrapiisieT cO00M XpOHUYECKYIO
503UHOPMIBHYIO JIEHKEMHIO.

17. Cniocob no mobomy u3 m.i. 1-4, B koropom MPN npezcrapiisieT cOO0i XpOHUYECKYIO
MHEJIOMOHOLUTapHYIO Jelikemuto (CMML).

18. Cniocob mo mobomy u3 m.o. 1-4, B koropom MPN npencrasiser coO0i aTHIHYHYIO
XPOHUYECKYIO0 MUEJIOUAHYIO Jieiikemuto (aCML).

19. Cnocob no mobdomy u3 m.o. 1-4, B koropom MPN npencrasinsier coO0i FOBEHIIIBHYIO
MHEJIOMOHOLIUTAPHYIO Jietikemuro (JMML).

20. Cnoco6 mo mobomy u3 mnam 1-4, B koropom MPN mnpencrasmsier coOoi
runepao3nHouIbHBI cuHApoM (HES).

21. Cnoco6 mo mobomy u3z mnam 1-4, B koropom MPN mnpencrasisier coOoii
MHEJIOANCIIACTUYECKIEe/MUENONIpoNin(epaTuBHbIE  HOBOOOPA30BaHHS C  KOJbLEBUIHBIMU
cunepobnacramu u Tpombormrozom (MDS/MPN-RS-T).

22. Cnocob mo mobomy u3 mn 1-21, B kotopom MPN xapakrepusyercs JAK2V617F
MyTaLUEeH.

23. Cnocob no mobomy u3 MyHKTOB 1-22, B koTopoMm coeaunenue ¢popmyJsl (I) BBOAAT
IepOpPaJIbHO.

ITo noBepenHocTH
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